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Aventis

Aventis Pharmaceuticals

Aventis Pharmacenticals, lac,
200 Crossings Bivd., P.O. Box 6890
Brdgewater, NJ 08807-089¢

Patent Information and Certification

Forms FDA 3542a for the following patents are included in Section 1.4.2:

United States Patent No. 4,814,470
United States Patent No, 5,438,072
United States Patent No. 5,714,512
United States Patent No. 5,698,582

Aventis Pharmaceuticals Inc. - www.aventis.com
200 Crossing Boulevard - PO Box 6890 - Bridgewater, NJ 08807-0890 - Telephone ($08) 304-7000
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Aventis

Aventis Pharmaceuticals

Aventis Pharmaceuticals, Iac,
200 Crossings Blvd., P.O. Box 6890
Brnidgewater, NJ 08807-0890

Patent Information and Certification

Forms FDA 3542a for United States Patent No. 4,814,470

Aventis Pharmaceuticals Inc. - www.aventis.com
200 Crossing Bouievard - PO Box 6850 - Bridgewater, NJ 08807-0850 - Telephone (908) 304-7000
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Department of Haalth and Human Services Form Approved: OMB No. 0910-0513
v Expiation Date: 07/31/08
Food and Drug Adwministration See OME St o Page 3

PATENT INFORMATION SUBMITTED WITH THE NDA NUMBER
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT | 20.449 (Supplemental - Breast adjuvant)

For Each Patent That Claims a Drug Substance NAME OF APPLICANT /NDA HOLDER
{Active Ingredient), Drug Product (Formiuslation and Aventis Pharmaceuticals Inc.
Composition) and/or Method of Use

The foltowing Is provided in accordance with Section 505(b} and {c) of the Federal Food, Drug, and Cosmetic Act

TRADE NAME (OR PROPOSED TRADE NAME)

Taxotere®

ACTIVE INGREDIENT(S) STRENGTH(S)

Docetaxel Single dose vials containing 20mg(0.5 ml) or 80mg(2.0 ml)
EQ 40mg Base/ml

DOSAGE FORM

Sterile Solution

This patent declaration form is reguired to be submitied o the Food and Drug Adminiswation {FDA) with an NDA applicalion,
amendment. of supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).

Within thirty {30} days after approval of an NDA or supplemenl, or within thirty (30} days of issuance of a new palent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c)H2)ii) with all of the required information based on the approved NDA
o supplement. The information submitted in the declaration form submitted upen or after approval will be the only information felied
upon by FOA for listing a patent in the Orange Book.

For hand-written or typewriter versions (only} of this report: If additional space is required for any namative answer (ie., one
that does not require a “Yes" or "No” response), please altach an additional page referencing the question number.

FDA will not list patent information If you file an incomplete patent declaration or the patent declaration indicates the
patent is not eligible for listing.

For each pateat submitted for the pending NDA, amendment or supplement referenced abave, you must submit all the
information desciibed below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complete above section and sections 5 and 6.

1. GENERAL
a. United States Patent Number b. 1ssue Date of Patent <. Expiration Date of Patent
4,814,470 3/21/1989 5/14/2010
d. Name of Patent Qwner ’ Address {of Patent Owner)
Aventis Pharma S A 20 avenue Raymond Aron
CityfState
92160 Antony France
ZIF Code FAX Number (if available)
011 49 69 305 80556
Telephone Number E-Mail Address {if available)
01149 69 305 6181 markus. jacobi@aventis.com
e. Name of agent or fepresentative who resides of maintains  Address (of agen( or representative named in 1.e.)

a place of business within the United States authorized to | Aventis Pharmaceuticals Inc.
receive nodice of patent certificalion under section
505(b)}3) and (K2HB) of the Federal Food, Drug, and 1041 Raute 202-206 - P.O. Box 6800
Cosmetic Actand 21 CFR 314.52 and 31495 ({ patent | Ciy/Stale

owner of NDA applicant/holder does not reside or have a Bridgewater, NT

place of husiness within the United States}

los Loui . ZIP Code FAX Number (if available}
uis §. Wille
. . . . (8807-0800 908 231-2691
Vice President, Global Patent Litsgation
Telephone Number E -Maii Address (if available]
908 231-5721 lou. wille@aventis.com
1. is the palent referenced above a patent that has been submitted previously for the i
approved NDA or supplement referenced above? B ves Cwe
g. ITihe palent referenced above has been submilted previously for ishing. is the expiration
date a new expiration gate? El Yes No
FORM FDA 3542a (T103) Page 1

P hindia Ars (301} 443-i090  EF
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For the patent referenced above, provide the following information on the drug substance, drug product and/or method of
use that Is the subject of the pending NDA, amendment, or supplement.

2, Drug Substance (Active Ingredient)

21 Doeshepatemdalrnmedmsubstanoemalhmeacive ingredient in the drug product

described in the panding NDA, amendment, or supplement? X ves One
2.2 Does the patent daim a drug substance that s a different polymarph of the acive
ngredient described in the pending NDA, amendment, or supplement? [ ves X ne

3.3 Hihe answer lo quesiion 2,275 - Yes,” fo you certify thal, as of the dale of this dectaration, you have test data
demonsirating that a drug product containing the polymorph wilt perdorm the same a3 the drug product
described in the NDA? The type of lest data required is described 2121 CFR 314.53(b). [ ves One

2.4 Specily the polymorphic form{s} claimed by the patent tor which you have the lest resulls described in 2.3.

2.5 Does the patent claim only a metabolite 'of the adlive ingredient pending in the NDA or supplernent?
{Complete the information in section 4 below if the patent claims a pending method of using the perding

drug product to administer the metabolite.} [ ves & mo
2.6 Does the patent claim only an intermediate?
[ ves B o
27 If the patent referenced in 2.1 is a product-by-process palent, is the product dlaimed in the
patent navel? [An angwer is required only if the palenl is a product-by-provess patent) D Yes l:] No
3. Drug Product (CompositionfFarmulation)
3.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA,
amendment, or supplement? E Yes D No
3.7 Does the patenl claim only an intermediate?
D Yes @ No
3.3 tha patant referenced in 3.1 is a product-by-procass patent, i5 the product claimed in the
palent novel? {An answer is required only i the patent is a product-by-process patent.) D Yas D No

4. Mathod of Use

5p rs must submit the Inf ion in tion 4 separately for each patent clalm clalming a method of using the pending drug
product for which approval is being sought For each methad of use claim referenced, provide the following infarmation;
4.1 Does the patent ¢laim one or more methods of use for which approval is being sought in

the pending NDA, amendment, or supplement? D Yes @ No

4.2 Patent Claim Number {as listed in the patent) Does the patent claim referenced in 4.2 claim a pending method

of use for which approval is being soughl in the pending NDA,
amendment, o supplement? D Yes D No
4.%a [ the answerto 4.2 s Use: (Submil indication or mathod of use infommation as identilied specifically in fhe approved labeling.)

“Yes,” idenlify with speci-
ficity the use with refer-
ence 10 the proposed
tabeling for the drug
product.

5. No Relevant Patonis

For this pending NDA, amendment, or supplement, there are no relevant patants that claim the drug substance (active ingredient),
deug product (formulation or composition) or methods) of use, for which the appiicant is seeking approval and with respecl to
which @ claim of patent infringement could reasonably be asseried if a perscn not licensed by the owner of the palent engaged in i }ves

the manufacture, use, or sale of the drug product.

FORM EDA 3542a (7/03) Page 2

FSC Matea A 1301 4460 10w EF
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6. Declaration Certification

&1 The undersigned deciares that this Is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent information Is submitted pursuant fo 21 CFR 314.53. | attest that { am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. | verify under penalty of perjury that the foregoing
Is trie and correct.

Warning: A willfully and knowingly false statement is a criminai offense under 18 U.S.C. 1001,

6.2 Authonized Signalure of MDA ApphcantiHolder or Patent Owner (Altomey, Agant, Representative or Date Signed
other Authorizad Official} (Provide Information below) 11/47/2663

3 ‘i %*
\ Y
NOTE: Only an NDA appiicant/holder may submit this declaration directly to the FOA A patent owner who Is not the NDA applicant!
holder is authorized to sign the declaration but may not submit it direclly to FOA. 21 CFR 314.53{c}H{4} and (d){4).

Check applicable box and provide information helow.

@ NDA ApplcantHelder D NDA ApplicantsHolder's Attomey, Agent (Representative) or other
Authorized Official
(3 Patent Owner [ Patent Gwner's Attamey, Agent {Representative} or Other Authorized
Official
Name
Joseph P. Kirk Jr.
Address City/Stale
Aventis Pharmaceuticals Inc. Bridgewater, New Jersey
1041 Route 202-206 - P.O. Box 6800
2IP Code Telephone Number
088070800 908 231-5916
FAX Number §f avadable; E-Mail Address (if availabie}
%08 231-2840 joseph.kirk@aventis.com

The public reporting burden for this collection of informaton has been esumated 1o average 9 hours per response, including the lime for veviewing
instructions, seatching existng data sources, gathering and maintimng the data needed, and completing and reviewing he collection of information Send
commenis regarding this burden estimale or any other aspect of this collection of information, including suggestions for reducing this burden to:

Food and Drug Administration
CDER (HFD-00T)

S60C Fishers Lane

Rockville, MD 26857

An agency may Ao conduct or sponsor. and a person is not required ta responad 1o, @ callection of
information unless it displays a currently valid OM# control pumber.

FORM FDA 35422 {7/03) Page 3

PEC Mol Arts 100)] 443 1290 EE
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Notes to Form FDA 3542a for U.S. Patent 4,814,470 submitted for sNDA 20-449
{Taxotere®) (Supplemental — Breast adjuvant)

Note to Question 2.2: U.S. Patent No.4,814,470 claims the active ingredient of the drug
product Taxotere® as a compound, and these claims are not limited to specific
polymorphic forms. However, the patent does not specifically clair any particular
polymorph of the active ingredient, and therefore the answer to Question 2.2 is “no”.
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Aventis

Aventis Pharmaceuticals

Aventis Pharmaceuticals, Inc.
200 Crossings Blvd., P.O. Box 6890
Bridgewater, NJ 08807-0890

Patent Information and Certification

Forms FDA 35423 for United States Patent No. 5,438,072

Aventis Pharmaceuticals inc. - www.aventis com
20G Crossing Boulevard - PO Box 6890 - Bridgewater, NJ 08807-0890 - Telephone (908} 3047000
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Department of Health and Human Services Form Approved: OMB No. 0910-0513

PR Expiration Date: 07/31/06
Food and Orug Administration See OMB Stalement on Page 3

PATENT INFORMATION SUBMITTED WITH THE T —
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT | 50449 (Supplemental - Breast adjuvasn)

For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLDER
{Active Ingredient), Drug Product (Formulation and Aventis Phanmaceuticals Inc.
Compasition) and/or Method of Use

The following is provided In accordance with Section 505(b} and {c} of the Federal Food, Drug, and Cosmetic Act
TRADE NAME (OR PROPOSED TRADE NAME)

Taxotere®
ACTIVE INGREDIENT(S} STRENGTH(S)
Docetaxel Single dose vials containing 20mg(0.$ ml} or 80mg(2.0 ml)

EQ 40mg Base/ml

DOSAGE FORM
Sterile Solution

This pateni declaration form is required to be submitted lo the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 al the address provided in 2t CFR 314.53(d)4).

Within thirty (30) days after approval of an NDA or supplement, or within thity {30) days of isuance of a néw patent, a new patent
declaration must be submitted pursuant to 21 CFR 314 53(c){2)ii) with all of the required information based on the approved NDA
or supplement. The information submitted in the declaration form submitted upon or after approval will be the only information refied
upon by FDA for listing a patent in the Orange Book.

For hand-written or typewriter versions {only) of this report: I additional space is required for any narrative answer (i.e., one
that does not require a "Yes™ or "No" respanse}, please attach an additional page referencing the question number.

FDA will not list patent Information if you file an incomplete patent declaration or the patent declaration Indicates the
patent is not eligible for listing.

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit alf the
information described below. If you are mot submitting any patents for this pending NDA, amendment, or supplement,
complete above section and sections §and 6. .

1. GENERAL
2. United States Patent Number b. issue Date of Patenl ¢. Expiration Tate of Patent
5,438,072 8/1/1995 11/22/2013
d. Name of Patenl Owner Address (of Patent Owner} ]
Aventis Pharina S A 20 avenue Raymond Aron

City/State

92160 Antony France

ZIP Code FAX Number (if available)

011 49 69 305 BOSS6
[ Telephane Number E-Mail Address (7 available)
011 4969 305 6181 markus.jacobi@aventis.com

e. Name of agenl or (epresentative who resides or mainiains  Address {of agent or representative named in 1.a.}
a place of business within he Uniled States authorized o | Aventis Pharmaceuticals Inc.

receive nolice of patent certification under section
505(b)(3) and (iK2)(8) of the Federal Food, Drug, and 1041 Route 202-206 - P.O. Box 6800
Cosmetic Acl and 21 CFR 314,52 and 314.95 (if patent City/Slale

owner or NDA applicani/holder does not reside or have a Bridgewater, NJ
place of business within the United States)

(o Loui N ZiP Code FAX Number (if available)
ouis I, Wille
R ) . 088G7-0800 908 231-2691
Vice President, Global Patent Litigation _
Telephone Number E-HMaif Address (if availsbie]
908 231-5721 lou. wille{@aventis.com
I. Is the patent relerenced above a patent thal has been submitted previously for the
approved NDA or supplement referenced above? E ves D No
g. WMhe patent referenced above has been submitted previcusly for listing, 1s the expiration ' -
date a new expiration dale? D Yes @ No
FORM FDA 1542a (7103} Page 1

PSC Moda Ara (Mol 4)-10% EF
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use that is the subject of the pending NDA, amendment, or supplemant.

For the patent referenced above, provide the following information on the drug substance, drug product and/or method of

2. Drug Substance (Active Ingredient)

2.1 Does the patent claim the drug substance that is the active ingredient in the diug product

gescribed in the pending NDA, amendment, of supplement? D Yes E No
2.2 Does the patent daim a drupg substance that 1s a differerd polymorph of the active
ingredient described in the pending NDA, amendment, o supglement? [ ves B no
2.3 [ the answer to question 2.2 Is "Yes.” do you certify that, 85 of the dale of this dedlaration, you have tes! data
demonstrating thal a drug product contalning the polymarph will perform the sarne as the drug product
described in the NDA? The type of test data required is desaiibed at 21 CFR 314.53(b). O ves Cne
2.4 Specity the polymorphic formis) claimed by the palent for which you have the lest results described in 2.3.
2.5 Does the paient claim only a metabolite of the acive ingredient pending in the NOA or supplement?
{Complete the informalion in section 4 below if the patent claims a pending method of using the pending
drug product 1o administer the metabolite.) [0 ves X no
2.6 Does the patent claxn only ar intermesiate?
{1 ves X no
2.7 11 the patenl referenced in 2.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required ondy if the patenl is a product-by-process patent.) l:] Yes D No
1. Brug Product {Composition/Formultation)
3.3 Does the patent claim the drug product, as defined in 21 CFR 314 3, in the pending NDA,
amendment, or supplement? @ Yes l:] No
3.2 Does the patent daim only an intermediate”? -
D Yes E No
3.3 W the palent referenced in 3.1 is a product-by-process patent, s the product claimed in the
patent novel? (An answer is required only if the patent is a produc-by-process palent.) E] Yes D No

4. Mathod of Use

product for which approval is being sought For each method of use claim referenced, provide the following information:

Sponsars must submif the information In section 4 separately for sach patent clalm claiming metitod of using the pending drug

4.1 Does the palent claim one of more methods of use for which approval is being sought in

which a ciaim of patent infringement could reasonably be asserted if a parson nol licensed by tha gwner of the patent engaged in
the manufacture, use, or sale of the drug preducl.

lhe pending NDA, amendment, or supplement? E] Yes E No
4.2 Patent Claim Number (as listed in the patent} Does the palent daim referenced in 4.2 claim a pending method
of use for which approval is being sought in the pending NDA,
amendment, or supplement? D Yes D No
4.22 lf the answer to 4.2 is Use- (Submit indication or melhod of tse information as identfified specifically in the approved labeling.)
"Yes,” identify with speci-
ficity the use with refer-
ence to the proposed
{abeling for the drug
product.
5. No Relevant Patents
For this pending NDA, amendment, or supplement, there are no relevant patents that claim the drug substance {active ingredient).
drug product {formulalion or composdion) or method(s) of vse, 1or which the applicant is seeking approval and with respect 1o [j v
es

FORM FDA 3542a (7/63)

Page 2

P haui i [361p44) 0P EF
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6. Declaration Certification

6.1 The undersigned declares that this Is an accurate and complete submisslon of patent Information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This ime-
sensitive patent information Is submitted pursuant to 21 CFR 314.53, | attest that | am famfiar with 21 CFR 374.53 and
this submission complies with the requirements of the reguiation. | verify under poralty of perjury that thie foregoing
Is true and cormrect

Warning: A willfully and knowingly false statement Is a criminal offense under 18 U.5.C. 1001.

$2 Authorized Signature of NDA ApplicantHolder of Patent Ovwmer {Attormey, Agent, Represeniative or Date Signed
othaer Authorized Official) (Provide Information below} 117172003

DA

NOTE: Only an NDA applicantholder may submit this declaration directly fo the FDA. A patent owner who is not the NDA applicant/
holder is authorized to sign the declaration but may not submit it directly to FDA_ 21 CFR 314.53(c)4) and (d){4).

Check applicahle box and provida information below.

@ NDA Applicant/Holder D NDA Applicant's/Holder's Attarney, Agent (Representative} or other
Authoized Official
Lo
] eatent Owner [ Patent Owner's Attomey, Agent {Representative) or Other Authorized
Official

Name
Joseph P. Kirk Jr.

Address City/State

Aventis Pharmaceuticals Inc. Bridgewater, New Jerscy

1041 Route 202-206 - P.O. Box 6800

ZIP Code S o Telephone Rumber -
08R0G7-0800 908 231.5916

FAX Number (if avadable) E-Mail Address (if available)

908 2312840 joseph kirk@aveatis.com

The public reporling burden for this collecton of information has becn esumated 10 average 9 hours per responsc, weluding the time for seviewing
\nsmuchions. scarching existing data sources, gathering and maintaining the data needed, and commicting and reviewing the collccuion of information. Send
commenis regarding this burden cstrmate or any other zspect of this collection of wnformation, including suggestions for reducing this burden to:

Food and Drug Admmistration
CDER (HFD-007}

5600 Fishers Lane

Rockville, MD 20457

An agency may not conduct or spensor, and a person iz not required to respand to. @ collecton of
informanon wnless it displays a cerrently valid OMB control number.

FORM FDA 3542a (7103) Page 3

PSC hiatis Ansi 2011443 10%0 EF
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Aventis

Aventis Pharmaceuticals

Aventis Pharmaceuticals, Inc,
200 Crossings Blvd., P.O. Box 6890
Bridgewater, NJ 08807-0890

Patent Information and Certification

Forms FDA 35422 for United States Patent No. 5,714,512

Aventis Pharmaceuticals Inc - www.aventis.com
200 Crossing Beulevard - PO Rox 6890 - Bridgewater, NJ 08807-CR90 - Telephone (308 304-7000
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Depariment of Health and Human Services Form Approved: OME N? 09:;60‘0513
Foad and Drug Administration Expiration Date: 07/31
See OME Stalament on Page 3.

PATENT INFORMATION SUBMITTED WITH THE NOA NUMBER
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT | 20449 (Supplemental - Breast adjuvant)

For Each Patent That Claims a Drug Substance NAME OF APPLICANT / NDA HOLDER
{Active Ingredient), Drug Product (Formulation and Aventis Pharmaceuticals Inc.
Composition) and/or Method of Use

The follawing Is provided In accordance with Section 505(b) and (c) of the Federa! Foad, Drug, and Cosmatic Act.
TRADE NAME (OR PROPOSED TRADE NAME)

Taxotere®
ACTIVE INGREDIENT(S) STRENGTH(S)
Docetaxel Single dose vials contaiting 20mg(0.5 ml) or 80mg(2.0 mi)
EQ 40mg Base/ml
GUSAGE FORM T T 7 ]

Sterite Solution

This patenl declaration form is required to be submitted 10 the Food and Drug Administration (FDA) with an NDA application,
amendment, ar supplement as required by 21 CFR 31453 at the address provided in 21 CFR 314.53(d)(4).

Within thitty {30) days after approvai of an NDA or supplement, or within thity (30) days of issuance of a new patent, 3 new patent
declaration must be submitted pursuant 1o 21 CFR 314.53(c)2)ii) with all of the required information based on the approved NDA
or supplement. The information submitted in the declaration form submilted upon or after approval will be the only information relied
upon by FDA for listing a patent in the Orange Book.

For hand-written or typewriter versions (only} of this report: If additional space is required for any namative answer (ie.. one

that does nof require a "Yes™ or "No" respense), please atlach an additional page referencing the question number. ]

FDA will not list patent information If you file an incompiete patent declaration or the patent( declaration indicates the
patent Is nat eligible for fisting.

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit alf the
information described below. If you are not submitting any patents for this pending NDA, amendment, or supptement,
complete above section and sections § and 8.

1. GENERAL
3. United States Palent Number T 0. issue Date of Patent ¢, Expiration Date of Patenl —
5.714,512 2/3/1998 7/3/2012
4. Name of Patent Owner’ T Address (of Patent Qwner} - —
Aventis Pharrma S A, 20 avenue Raymend Aron
[ CityiSate T T T T T
02160 Anteny France
ZIP Cote ) FAX Number (f available)
011 49 69 305 80556
Telephone Number i - E-Mail Address (if availabie)
Q11 49 69 305 6181 markus jacobi@aventis.cam

&. Name of agenl g representative who resides or mainlains  Address (of agent or represeriative named in 1 0.)
a place of business within the United States authorized 10 1 Aveptis Pharmaceuticals Inc.

receive notice of patent certification under section R
50506)(3) and GHZI(B) of the Federai Faod, Drug, and 1041 Route 202-206 - P.O. Box 6800 e
Cosmetic Act and 21 CFR 314 52 and 314.85 (if patent City/Slate

gwner of NDA applicanthoider does not reside or have a Bridgewater, NJ
place of business within the Uniled States)

F Louis ] Wille
Vice President, Global Patent Litigation

FAX Number (¥ avarladle)
908 211-2691

E-Mall Address (7 available)

7P Code
08807-0800

[ Telephone Number

908 231-5721 lou wille(@aventis com
T Is The palent referenced 3bave a patent that has been submitted previusly far the *- T )
approved NDA or supplement referenced above? E Yes D No
2. Wihe patent referenced above has been submitied previously Tof ksting, 15 the expiration T - T
date a new expiration date? D Yes A no
FORM FDA 3542a (7/03) Page 1

#5C Medis Acte (304 d4y s FF
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For the patent referenced above, provide the following Information on the drug substance, drug product and/or method of
use that Is the subject of the pending NDA, amendment, or supplement,

2. Drug Substance (Active ingredient}

71 Does the patent daim the drug substance that is the active ingredient in the drug produst

described in the pending NDA, amendement, of supplement? D Yes E No
2.2 Does the patent daim a drug substance thalis a different polymorph of the active

ingredient described in the pending NDA, amendment, or suppleinent? [ Yes Bd no

2.3 |l the answer to question 2.2 15 "Yes,” 0o you cerlify thal, as of the dale of this deciaration, you have test data
demonstrating that a drug product containing the polymorph wilk perform the same as the drug proguct
described in the NDA? The type of test data required Is described at 21 CFR 314.53(b). D Yes D Na

2.4 Specify fhe polymomhic form{sj claimed by the patent for which you have the lest resulls described in 2.3,

35 Does the patent claim only a metabotite of the active ingredient pending in the NDA or_supplement?
{Complete the information in section 4 below if the patent claims a pending method of using the pending

drug product 4o administer the metabolite.) [ ves No
2.6 Does the palenl claim onfy an intermediate? T
D Yes E No
7.7 H the patenl referenced wn 2.1 is a product-by-process patent. is the product claimed in the ’
palent novel? (An answer is required only if the patent is a product-by-process patent.} D Yes [:] Ne
3. Drug Product (Composition/Formutation)
31 Does the patent dairn the drug product, as defined in 21 CFR 314 3, in the pending NDA,
amendment, or supplement? @ Yes D No
47 Does the patenl dlaim only an intermediate ? - i ) - —
7] ves B o
3.3 i the patent reierenced in 3.1 15 a product-by-process patent, is the product claimed in the T T
patent novel? (An answer is required only if the patent is a product-by-precess patent.) D Yes D MNo

4, Method of Use

Sponsors must submit the information in section 4 separately for each patent claim claiming & method of using the pending drug
product for which approval is being sought For each metfiod of use claim referenced, provide the following information:

4.1 Does the patent claim one of mare methods of use for which approval Is baing sought in

the pending NOA, amendment, or supplement? [ ves e
33 Patent Clam Nurmoer (a5 Fsted in the paieni]  Doas the palent claum referenced in 4.2 claim a pending method T ]
aof use for which approval is being sought in the pendng NDA,
amendment, of supplement? D Yes D Nao
£.2a if the answer 0 4.2 i Use: (Swbme indication or methot of use information as identifiod specifically in Ihe approved labeling }
“Yes." identify with speci-

ficity the use with refer-
ence fo the proposed
tabeling for the drug
product

5. No Relevant Patents

- - —
For his pending DA, amendment, or supplement, lhere are no relevant patents that claim tha drug substance (active ingregiant},
drug product {fomnulation or composition) of method(s) of use, for which the applicant is seeking approval and with respect o
which a claim of patent infringement could reasonably be asserted if a person nol licensed by the owner of the patent engaged i D Yes
the manufaciure, use, or sale of the drug product,
P 1
FORM FDA 3542a (7/03) Page 2

Pt My sy 1001 443 (092 EF
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6. Declaration Certification

6.1 The undersigned declares that this Is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act This time-
sensitive patent information is submitted pursuant to 21 CFR 314.51. | attest that ! am famiiiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. | verify under penalty of perjury that the foregoing
Is true and correct.

Warning: A willfully and knowingly false statement Is a ¢riminal offense under 18 U.S.C. 1001.

&.27 Authorized Signalture of NDA ApplicantHolder or Patent Owner (Afforney, Agent, Representative or Date Signed
other Authorized Official) (Provide information below) L 1/17/2003

NOTE: Only an NDA applicant/holder may submit this deciaration directly to the FDA. A patent owner who is nol the NDA applicant/
holder is authorized to sign the declaralton but may not submit it directly te FDA. 21 CFR 314.53(c){4) and (d)}(4).

Chaeck applicable box and provide information below.

@ NDA ApplicantMolder D NDA Appiicant's/Holder's Attorney, Agen? (Representative) of other
Autharized Officiat

[:] Fatent Owner D Patent Owner's Atlorney, Agent {Representative) or Cther Authorized
Cfficiat

Name
Joseph P. Kirk Jr.

Address City/State

Aventis Pharmaceuticals Inc. Brdgewater, New Jersey

1041 Route 202-206 - P.O. Box 6800

ZIP Code I Tetephone Nurmber - -
08807-0800 908 231-5916

FAX Number (i avaiiabie) T E-Malf Address (if availabls) .
908 23:-2840 Joseph.kirk@aventis.com

The publsc reporiing burden for this collection of formatian has been csumated to average 9 hours per response, including the ume far reviewing
nstructions, searching existing dau sources, gathering and nantawming the data needed, and completing and teviewmg the colfection of information Send
commeents regarding this burden estimate ot any other aspect of this collection of informalion, including suggestuans for reducing this burden 1g:

Fuod and [ug Adrmstration
CDER (HFD-G0T)

5600 Fishers Lanc

Rockville, MD 20857

An agency may wol conduct oF sponsor, and a person is nol required 1o respond lo, a collrcton of
tnformation uniess it displays a currendy volid OMB control number

FORM FDA 1542a (7/03) Page 3
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Aventis

Aventis Pharmaceuticals

Aventis Pharmaceuticals, Inc.
200 Crossings Bivd., P.O. Box 6890
Bridgewater, NJ 08807-0890

Patent Information and Certification

Forms FDA 3542a for United States Patent No. 5,698,582.

Aventis Pharmaceuticals Inc - wwwavenus com
200 Crossing Boulevard - PO Box 6890 - Bridgewater, NI 08807-0890 - Telephone (508) 304-7000
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Form Approved: OMB No. 0810-0513
Expiration Date: 07/31/06
See OMB Slatemeant on Page 3.

Depariment of Health and Human Services
Food and Drug Administration

PATENT INFORMATION SUBMITTED WITH THE
FILING OF AN NDA, AMENDMENT, OR SUPPLEMENT

NDA NUMBER
20-449 (Supplemiental - Breast adjuvant)

NAME OF APPLICANT / NDA HOLDER
Aventis Pharmaceuticals Inc.

For Each Patent That Claims a Drug Substance
{Active Ingredient), Drug Product (Formulation and
Composition} and/or Method of Use

The following is provided in accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.

TRADE NAME {OR PROPOSED TRADE NAME}
Taxotere®

ACTIVE INGREDVENT(S)
Docetaxel

STRENGTH(S)
Single dose vials containing 20mg(0.5 ml) or 80mg(2.0 tni}
EQ 40mg Base/m|

DOSAGE FORM
Sterile Solution

This patent declaration form is required to be submitled to the Food and Drug Admiristration (FOA) with an NDA application,
amendment, 0r supplement as required by 21 CFR 314.53 af the address provided in Z1 GFR 314.53(d x4}

Within thiy {30} days after approval of an NDA or supplement, or within thirty (30} days of issuance of a new patenl, 3 new patent
declaration must be submitted pursuant lo 21 CFR 314.53(c)2Kii) wih all of the required information based on the appraved NDA
or supplement. The information submitted in the declaration form submitied upon or after approval will be the only informalion relied
upan by FDA for listing a patent in the Orange Book.

For hand-written or typewriler versions {only) of this report: if additicnal space is required for any narrative answer {i.e., one
that does not require a "Yes® or "No" response), please attach an additional page referencing the question rumber.

FDA will not list pateat information if you file an incomplete patent decfaration or the patent declaration indicates the
patent is not eligible for fisting.

For each patent submitfed for the pending NDA, amendment, or supplement referonced above, you must submit alf the
information described below. If you are nof submitting any patents for this pending NDA, amendment, or supplement,
complete above section and sections 5 and &

1. GENERAL
3. United States Patent Number b. Issue Date of Patent T2, Expiratien Date of Patent
3,698,582 12/16/1997 T2042

d. Name of Patent Orwner
Aventis Pharma S A

Address (of Patent Owner)
20 avenue Raymond Arcn

CityrSlale
92160 Antony France

ZIP Code

FAX Number (7 available}
011 49 69 305 80556

Telephone Number
01149 69305 6181

E-Mail Address (if available)
markus jacobi@aventis com

&. Name of agent or representative who resides or maintains
a place of business within the United States authorized to
receive notice of patent certification under section
505(b)(3) and H2)B) of the Federal Food. Drug. and
Cosmelic Act and 21 CFR 314 52 and 314.95 (f patent
awner ar NDA applicantholder does not reside or have a
place of business within the United Slales)

P Lows I Wille
Vice President, Global Patent Litgation

Address (of agent or representalive namedmn T e )
Aventis Pharmaceuticals Inc
1041 Route 202-206 -P.(. Box 6800

City!State
Bridgewater, NJ

ZiIP Code FAX Number jif availablaj
08807-08C0 908 231-2691

Telephone Number E-Mail Address (i available)
908 231-5721 lou wille(@aventis.com

approved NDA or supplement referenced above?

. 1s the palent relerenced above a pa_lent that has teen submitted previously for the

date a new expiralion dale?

g 1fthe patent referenced above has been sobmifted previously for listing. & the expiratron

@ Yes
{Jves

Clhe
E No

FORM FDA 3542a (7/03)

Page 1
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For the patent referenced above, provide the following Information on the drug substance, drug product and/or method of
use that Is the subject of the pending NDA, amendment, or supplement.

2. Drug Substance {Active ingredient}
71 Does the patent claim the drug substance that is the aclive ingredient In the drug product

descried i the pending NDA, amendment, or supplemen(? D Yes No
2.2 Does the patent claim a drug substance that ls a different polymoiph of the active

ingredient descsibed in the pending NDA, amendment, or supplerment? D Yes @ No
2.3 i the answer to question 2.2 s -Yes" do you cerlify that, as of the date of this declaration, you have test dala

demonstrating that a drug product containing the polymorph wilf perform the same as the drug product

described i the MOA? The type of test data requived is described ai 21 CFR 314.53(b). D ves o

24 Spediy he palymorphic form{s) claimed by the patent for which you have the test resulls described in 2.3,

| 2.5 Does the patent daim only a metabolite of the active ingredient pending in the NDA or supplement?
(Complete the information in section 4 below it the patent claims a pending method of using the pending

drug product ta administer the metabolite ) [:l Yes @ No

D Yes & Mo

[ 728 Does the patenl daim only an inlermediate?

2.7 T the patent referenced in 2.115 A product-by-process patent, is the product claimed in the
patent novet? {An answer is required only if the patent is a produtt-by-process patent) D Yes D No

3. Drug Product {Composition/Formulation)
3.1 Does the patent daim the drug product, as defined in 21 CFR 314.3, in the pending NDA,

amendment, of supplement? E Yes D No

3.2 Doos the patent clawm only an intermediale? o " ]
D Yes @ No

3.3 If the patent referenced i 3.1 is a product-by-process patent, is the product clamed in the ) - -
patent novel? (An answer 1s required only if the patent is a product-by-process patent.) D Yes [:! Mo

4. Method of Use

Sporsors must sﬁbmil the information in section 4 separately for each pateni claim claiming a method of using the pending drug

product for which appreval is being sought For each method of use claim referenced, provide the folfowing information:

4.7 “Dues the patent claun oné or more methods of use for which approval is being soughlin i

the pending NDA, amendment, or supplement? [:] Yes & No
47 Falont Claim Numbar 7as Fisled «1 the patert)  Does The patent claim relerenced n +.2 claim a pending method

of use for which approvat is being sought in the pending NDA,

o ~ amendmeni, o supplement? Yes I:] No
4.2a tthe answer to 4.2 is Use (Submit indication or method of use informalion as identified specifically in the approved labefing )

"Yes,” identify with speci-

ficity the use with refer-

ence to the proposed

labeting for the drug

producl

5. No Relevant Patents

For thus pending MDA, amendment, of suppiement, there are o relevant patents thal clabm the drug substance (active ingredient}.
drug product {formulation or compositon) or methad(s) of use, for which: the applicant 15 seeking approval and with respect to —
which 3 claim of patent infringement could reasonably be asserted if a person rot licensed by the owner of the patent engaged in U Yeos

the manufaciure, use, or sale of the drug product.

Page 2
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€. Dectaration Certification

6.1 The undersigned declares that this is an accurafe a
amendment, or suppiement pending under section
sensitive patent information Is submitted pursuant
this submission complies with the requirements of
Is true and correct.

Warning: A willfully and knowingly false statement

nd plet bmission of patent information for the NDA,

505 of the Federal Food, Drug, and Cosmetic Act This time-
to 21 CFR 314.53. | attest that | am familiar with 21 CFR 314.53 and

the reguiation. | verify under penalty of perjury that the foregoing

is a criminal offense under 18 U.S.C. 1001,

other Authorized Officiall {Provide Information below)

AT

€.2 Authorized Signature of NDA Applicani/Holder or Palent Owner (Attorney, Agent, Representative or Date Signed

111772003

K
NOTE: Only an NDA applicant/holder may sub}nlt this declaration dirgctly ta the FDA. A patent owner who Is not the NDA applicant!
halder is authorized 1o sign the declaration but may not submit it directly to FOA. 21 CFR 314.53{c){#) and ()i4).

Check applicable box and provide information below.

4 NDA ApplicantHolder

{T] wOoA Applicant's/Holder's Attorney, Agent {Representative) or other
Authorized Official |

D Paileni Cwner

D Patent Owner's Attomey. Agent (Representative) or Gther Authorized

Name

Joseph P. Kirk Je.

Address
Aventis Pharmaceuticals fnc.
1041 Route 202-206 - P.O. Box 6800

Dfficial <‘
|

T Ciy/State
Bridgewater, New Jersey

P Code
(08807-0800

Telephone Number
908 231-5916

FAX Number (i avanable}
908 231-284C

E-Mail Address (if avaifable)
joseph.kirk@aventis.com

The public reporting burden for this collection of information h
\nstructions, searching ©osting fdata sources, gathering and maintai
comments regarding this burden estimate or any ather aspect ol this co

CDER

Rocky

Food and Drug Admministration

560G Fishers Lanc

as been estmated w0 average 9 hours per Tesponse, wcluding the tme tot revicwang
ning the data needed, and completing and reviewang the collection of information. Send
llection of informanion, including suggestons fur seducing this buiden o

{HF-00T)

ille, ML} 20857

An ageacy may not ceaduct or spensor, and a person is nof required 1o respond to, a collectian of
infarmation nnless it displays a currendy vald OM& cantrel number

Page 3
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EXCLUSIVITY SUMMARY FOR NDA # 20-449 SUPPL # 029

Trade Name Taxotere Generic Name _ docetaxel
Applicant Name  Aventis HFD # HFD-150
Approval Date If Known August 18, 2004

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original
applications, and all efficacy supplements. Complete PARTS II and
III of this Exclusivity Summary only if you answer "ves" to one or
more of the following question about the submission.

a) Is it a 505(b) (1), 505(b) (2) or efficacy supplement?
YES / X / NO / /[

If yes, what type? Specify 505(b) (1), 505(b) (2}, SE1, SE2, SE3,SE4,
SES, SE6, SE7, SE8

505 (b) (1) SE1
c) Did it require the review of clinical data other than to
support a safety claim or change in labeling related to
safety? (If it required review only of bicavailability or
bicequivalence data, answer "no.")

YES / x [ NO /  /

if your answer is “no® because you believe the study is a
bicavailability study and, therefore, not eligible for
exclusivity, EXPLAIN why it is a bicavailability study,
including your reasons for disagreeing with any arguments made
by the applicant that the study was not simply a
bicavailability study.

If it is a supplement requiring the review of clinical data
but it is not an effectiveness supplement, describe the change
or claim that is supported by the clinical data:

Page 1



d) Did the applicant request exclusivity?

YES / x / NO /_ [/

If the answer to (d) is "yes," how many years of exclusivity
did the applicant request?

3 years
e) Has pediatric exclusivity been granted for this Active
Moiety?
YES / / NO / x_/
1f the answer to the above guestion in YES, is this approval

a result of the studies submitted in response to the Pediatric
Writen Request?

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO
DIRECTLY TO THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.
2. 1Is this drug product or indication a DESI upgrade?

YES /  / NO /_ x/

IF THE ANSWER TC QUESTION 2 IS "YES," GO DIRECTLY TO THE SICNATURE
BLOCKS ON PAGE 8 (even if a study was required for the upgrade).

PART ITI FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAIL, ENTITIES

(Answer either #1 or #2 as appropriate)

1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug
product containing the same active moiety as the drug under
consideration? Answer "yes" if the active moiety (including other
esterified forms, salts, complexes, chelates or clathrates) has
been previously approved, but this particular form of the active
moiety, e.g., this particular ester or salt (including salts with
hydrogen or coordination bonding) or other non-covalent derivative
(such as a complex, chelate, or clathrate) has not been approved.
Answer "no" 1f the compound requires metabolic convergion (other
than deesterification of an esterified form of the drug) to produce

-

Page 2



an already approved active wmolety.

YES / x / NO /__/
If "yes," identify the approved drug product(s) containing the
active moiety, and, if known, the NDA #(s}.

NDAH 20-449 Taxotere (docetaxel)

NDA#

NDA#

2. Combination product.

If the product contains more than one active moiety(as defined in
Part TII, #1), has FDA previously approved an application under
section 505 containing any one of the active moieties in the drug
product? 1f, for example, the combination contains one never-
before-approved active meciety and one previously approved active
moiety, answer "yes." (An active moiety that is marketed under an
OTC monograph, but that was never approved under an NDA, 1is
considered not previocusly approved.)

YES /[ NO /__ /

If "yes," identify the approved drug product(s) containing the
active moiety, and, if known, the NDA #(s).

NDA#

NDA#

NDA#

IF THE ANSWER TC QUESTION 1 OR 2 UNDER PART II IS "NO,".GO DIRECTLY
TO THE SIGNATURE BLCCKS ON PAGE 8. (Caution: The questions in part
IT of the sgummary should only be answered “NO” for original
approvals of new molecular entities.} IF “YWES” GO TO PART III.

PART III THREE-YEAR EXCLUSIVITY FOR NDA'S AND SUPPLEMENTS

To qualify for three vears of exclusivity, an application or
supplement must contain "reports of new c¢linical investigations
(cther than bicavailability studiesg) essential to the approval of
the application and conducted or sponsored by the applicant." This

Page 3



section should be completed only if the answer to PART II, Question
1 or 2 was "yes."

1. Does the application contain reports of clinical
investigations? (The Rgency interprets "clinical investigations"
to mean investigations conducted on  humans other than
bicavailability studies.) If the application contains clinical
investigations only by virtue of a right of reference to clinical
investigations in another application, answer "yes," then skip to
question 3(a). If the answer to 3(a) 1is ‘'"yes" for any
investigation referred to in another application, do not complete
remainder of summary for that investigation.

YES / x/ NO /)
IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation ig "essential to the approval" if the
Agency could not have approved the application or supplement
without relying on that investigation. Thus, the investigation is
not essential to the approval if 1} no clinical investigation is
necessary to support the supplement or application in light of
previously approved applications (i.e., information other than
clinical trials, such as bicavailability data, would be sufficient
to provide a basis for approval as an ANDA or 505(b} (2) application
because of what 1is already known about a previously approved
product), or 2) there are published reports of studies (other than
those conducted or sponsored by the applicant) or other publicly
available data that independently would have been sufficient to
support approval of the application, without reference to the
clinical investigation submitted in the application.

(a) In light of previocusly approved applications, is a
c¢linical investigation (either conducted by the applicant or
available from some other source, including the published
literature} necessary to support approval of the application
or supplement?

YES / x / NOo /

If "no," state the basis for your conclusion that a clinical
trial 1is not necessary for approval AND GO DRIRECTLY TO
SICNATURE BLOCK ON PAGE §:

(k) Did the applicant submit a list of published studies

Page 4



relevant to the safety and effectiveness of this drug product
and a statement that the publicly available data would not
independently support approval of the application?

YES / _/ NO / x /
{1) If the answer to 2(b) is "yes," do you personally
know of any reason to disagree with the applicant's
conclusion? If not applicable, answer NOC.

YES / / NO /_ /

If ves, explain:

(2) If the answer to 2(b) is '"neo," are you aware of
published studies not conducted or sponsored by the
applicant or other publicly available data that could
independently demonstrate the safety and effectiveness of
this drug product?

YES /[ NO /_x_/

If yes, explain:

ic) If the answers tc (b) (1) and (b) (2) were both "ng,"
identify the clinical investigations submitted in the
application that are essential to the approval:

Studies comparing two products with the same ingredient{s) are
considered to be bicavailability studies for the purpose of this
gsection.

Tn addition to being esgential, investigationg must be "new" to

support exclusivity. The agency interprets ‘'"new clinical
investigation" to mean an investigation that 1) has not been relied
cn by the agency to demonstrate the effectiveness of a previously
approved drug for any indication and 2) does not duplicate the

Page 5



results of another investigation that was relied on by the agency
to demonstrate the effectiveness of a previously approved drug
product, i.e., does not redemonstrate something the agency
considers to have been demonstrated in an already approved
application.

a) For each investigation identified as "essential to the
approval," has the investigation been relied on by the agency
to demonstrate the effectiveness of a previously approved drug
product? (If the investigation was relied on only to support
the safety of a previously approved drug, answer "no.")

Investigation #1 YES / / NO / x/

Investigation #2 YES / / NO [/ /

if you have answered "yes" for one or more investigations,
identify each such investigation and the NDA in which each was
relied upon:

b) For each investigation identified as "essential to the
approval", does the investigation duplicate the results of
another investigation that was relied on by the agency to
support the effectiveness of a previously approved drug

product?
Investigation #1 YES / / NO / x /
Investigation #2 YES / / NO [/ /

If you have answered "yes" for one or more investigation,
identify the NDA in which a similar investigation was relied
QIl:

c) If the answers to 3{a) and 3(b) are no, identify each "new"
investigation in the application or supplement that is
esgential to the approval (i.e., the investigations listed in
#2 (), less any that are not "new") :

Page 6



TAX 316

4. To be eligible for exclusivity, a new investigation that is
essential to approval must also have been conducted or sponsored by
the applicant. An investigation was "conducted or sponsored by"
the applicant 1if, before or during the conduct of the
investigation, 1) the applicant was the sponsor of the IND named in
the form FDA 1571 filed with the Agency, or 2} the applicant (or
its predecessor in interest) provided substantial support for the
study. Ordinarily, substantial support will mean providing 50
percent or more of the cost of the study.

a) For each investigation identified in response to question
3(c): if the investigation was carried cut under an IND, was
the applicant identified on the FDA 1571 as the sponsor?

Investigation #1 !
IND # 35,555 YES /?ﬁX/ ! NO [/ /  Explain:

Investigation #2 !

IND # YES /  / 'NO / /  Explain:

(b) For each investigation not carried out under an IND or for
which the applicant was not identified as the sponsor, did the
applicant certify that it or the applicant's predecessor in
interest provided substantial support for the study?

Investigation #1

YES / / Explain NO / /  Explain

YES /_ / Explain NO / / Explain

|
1
Investigation #2 !
{
|
|

Page 7



(c) Notwithstanding an answer of "yes" to (a) or (b), are
there other reasons to believe that the applicant should not
be credited with having "conducted or sponsored" the study?
(Purchased studies may not be used as the basis for
exclusivity. However, if all rights to the drug are purchased
(not just studies on the drug), the applicant may be
considered to have sponscored or conducted the studies
sponsored or conducted by its predecessor in interest.)

YES / / NO / x /
If yves, explain:
Signature Date
Title:
Signature of Cffice/ Date

Division Director

Form OGD-0113247 Revised 05/10/2004
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NDA 20449 Taxotere (Docetaxel)  Aventis, Inc.

Cas® g

Aventis

Aventis Pharmaceuticals

Aventis Pharmaceuticals, Inc.
200 Crossing, Bivd., P.O. Box 6890
Bridgewater, NJ 08807-0890

Debarment Certification

February 17, 2004

Aventis Pharmaceutical Inc. hereby certifies that it has not used and will not use In any
capacity the scrvices of any person debarred pursuant to section 306(a) of the Federal Food,
Drug, and Cosmetic Act [21 U.S.C, 335(a) and (b)] in connection with this application.

23

Cheryl L. Anderson
Senior Director and Therapeutic Arca Head, Oncology

Aventis Pharmaceuticals [nc. - waww.avents com
200 Crossing Boulevard - PO Box 6890 - Bridgewater, NJ (18807-6890 - Telephone (908) 304-7000




PEDIATRIC PAGE

(Complete for all filed original applications and efficacy supplements)

*NA/BLA #:__20-449 " Supplement Type (e.g. SE5): _SE1 _ Supplement Number:__ 029

amp Date: _3-17-04 Action Date:_ PDUFA 9-17-04

HFD-150  Trade and generic names/dosage form: Taxotere (decetaxel) for injectable concentrate

Applicant: __Aventis Therapeutic Class: 1P

Indication(s) previously approved:_breast and NSCLC,

Each approved indication must have pediatric studies: Completed, Deferred, and/or Waived.

Number of indications for this application(s);__1

Indication #1: Taxotere® in combination with doxorubicin and cyclophesphamide for the adjuvant treatment of patients with
operable node-positive breast cancer.

Is there a full waiver for this indication (check one)?
i‘/ Yes: Please proceed to Section A.
L1 No: Please check all that apply: Partial Waiver Deferred Completed

NOTE: More than one may apply
Please proceed to Section B, Section C, and/or Section D and ¢omplete as necessary.

Section A: Fully Waived Studies

Reason(s) for full waiver:

D Products in this class for this indication have been studied/labeled for pediatric population
v ‘;}Disease/cnndition does not exist in children

[d Too few children with disease to study

U There are safety concerns

O Other:

If studies are fully waived, then pediatric information is complete for this indication. If there is another indication, please see
Attachment A. Otherwise, this Pediatric Page is complete and should be entered into DFS.

Section B: Partially Waived Studies

Age/weight range being partially waived:

Min kg mo. 3T, Tanner Stage

Max kg mo. 3 Tanner Stage

Reason(s) for partial waiver:

U Products in this class for this indication have been studied/labeled for pediatric population
U Disease/condition does not exist in children

O Too few children with disease to study

(d There are safety concerns

U Adult studies ready for approval

Q

Formulation needed




it —

NDA 20-449/S-029
Page 2

— Q Other:__

«udies are deferred, proceed to Section C. If studies are completed, proceed to Section D. Otherwise, this Pediatric Page is
complete and should be entered into DFS.

Section C; Deferred Studies

Age/weight range being deferred:

Min kg mo. yr. Tanner Stage
Max kg mo. yr. Tanner Stage

Reason(s) for deferral:

0 Products in this class for this indication have been studied/labeled for pediatric population
{1 Disease/condition does not exist in children

{1 Too few children with disease to study

U There are safety concerns

[  Adult studies ready for approval

U Formulation needed
Other:

Date studies are duc (mm/dd/yy):

Y¥studies are completed, proceed to Section . Otherwise, this Pediatric Page is complete and should be entered into DFS.

I wvtion D: Completed Studies

Age/weight range of completed studies:

Min kg me. ¥T. Tanner Stage
Max kg mo, ¥r. Tanner Stage
Comments:

If there are additional indications, please proceed 1o Attachment A. Otherwise, this Pediatric Page is complete and should be entered
into DFS.

This page was completed hy:

{Sce appended electronic signature pugef

Regulatory Project Manager
Ann Staten

cc: NDA 20-449/5-029
HFD-9%60/ Grace Carmouze

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE DIVISION OF PEDIATRIC DRUG
DEVELOPMENT, HFD-%60, 301-594-7337.

(revised 12-22-03)
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Aventis Pharmaceuticals, Inc.
200 Crossing, Blvd., P.O. Box 6890
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See Instructions on Reverse Side Before Completing This Form

A completed form must be signed and accompany each new drug or biclogic product application and each new supplement. See exceptions on the
reverse side. If payment is sent by 1J.S. mail or courier, please inciude a copy of this completed form with payment. Payment instructions and fee rates
can be found on CDER's website: hitp:/Awww . fda.govicder/pdufa/default.him

1. APPLICANT'S NAME AND ADDRESS 3. BLA SUBMISSION TRACKING NUMBER (STN) / NDA NUMBER

Aventis Pharmaceuticals Inc. 20,449

200 Crossing Boulevard, Mail Stop

BX2-200G 5 DOES THIS APPLICATION REQUIRE CUINICAL DATA FOR APPROVAL?

POBox 6890 Bdves [Ow~o

Bridgewater, NJ 08807-08%0 IF YOUR RESPONSE IS "NO" AND THIS IS5 FOR A SUPPLEMENT, 5TOP HERE
AND SIGN THIS FORM.

IF RESPONSE IS "YES', CHECK THE APPROFRIATE RESPONSE BELOW

E THE REQUIRED CLINICAL DATA ARE CONTAINED IN THE APPLICATION

’ i D THE REQUIRED CLINICAL DATA ARE SUBMITTED 8Y

2 TELEPHONE NUMBER (include Area Code)
REFERENCE TO:

( 908 )304-6471

(APPLICATION NO. CONTAINING THE DATA).

3. PRODUCT NAME T T T & USER FEF | D NUMBER -
TAXOTERE® (docetaxel) 47060

7,18 THIS APPLICATION COVERED BY ANY OF THE FOLLOWING USER FEE EXCLUSIONS? IF SO, CHECK THE APPLICABLE EXCLUSION

[] ALARGE VOLUME PARENTERAL DRUG PRODUCT T A s05(b)(2} APPLICATION THAT DOES NOT REQUIRE A FEE
APPROVED UNDER SECTION 505 OF THE FEDERAL (See item 7, reverse side before checking box.)
FOOD, DRUG, AND COSMETIC ACT BEFORE 9/1/92
{Self Explanatory}

[:! THE APPLICATION QUALIFIES FOR THE ORPHAN f__] THE APPLICATION IS SUBMITTED BY A STATE OR FEDERAL
EXCEPTION UNDER SECTION 736(a)(1)(E) of the Federal Foad, GOVERNMENT ENTITY FOR A DRUG THAT IS NOT DISTRIBUTED
Drug, and Casmetic Act COMMERCIALLY

(See item 7, reverse side before checking box ) {Self Explanatory)

B HAS A WAIVER OF AN APPLICATION FEE BEEN GRANTED FORTHIS APPUICATION?

[Oves Xno

{See item 8, reverse side if answered YES)

Public reporting burden for this collection of information is estmated to average 30 minutes per response, including the time for reviewing
instructions, searching existing data sources, gathering and maintaining the dala needed, and completing and reviewing the collection of information.
Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Department of Heallh and Human Services Food and Drug Admunistration AR agency may not conduct or sponsor, and a person I1s nat
Food¢ and Drug Administration CDER, HFD-94 required to respond to, a collection of information uniess it
CBER, HFM-99 and 12420 Parklawn Drive, Room 3046 displays a currently valid OMB control number.

1401 Rockville Pike Rockville, M) 20852

Rockville, MD 20852-1448

/

AFUREDF aUTROFEER T PMPANY REPRESENTATIVE TITLE DATE
I Y — Senior Director and Therapeune Area Head, 1/30:2004
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NDA REGULATORY FILING REVIEW
(Including Memo of Filing Meeting)

NDA # 20449 Supplement# SE1-029

Trade Name:  Taxotere Injection Concentrate
Generic Name: docetaxel
Strengths: 20 mg and 80 mg

Applicant: Aventis Pharmaceuticals

Date of Application:  March 17, 204

Date of Receipt: March 17, 2004

Date clock started after UN:

Date of Filing Meeting: May 13, 2004

Filing Date: May 16, 2004

Action Goal Date (optionaly:  September 17, 2004 User Fee Goal Date: September 17, 2004

Indication(s} requested: Taxotere® in combination with doxorubicin and cyclophosphamide for the
adjuvant treatment of patients with operable nodc-positive breast cancer,

Type of Original NDA: oyn (bX2) }
OR
Type of Supplement; Y8} X (b)2)

NOTE: A supplement can be either a (b}1) or a (b2} rcg;;«iess of whether the original NDA was a (b)) or
a{b)2). If the application is a (b)(2) application, complete the (b)(2) section at the end of this review.

Therapeutic Classification: s __ B X
Resubmission after withdrawal?> Resubrnission afier refuse to file?
Chemical Classification: (1,2,3 cte.)

Other {orphan, OTC, etc.)

User Fee Status: Pad X Exempt (orphan, government)
Waived (e.g, small business, public health)

Form 3397 (User Fec Cover Sheet} submitted: YES X NO
User Fee D # 470
Ctinical data? YES _ X NO, Referenced to NDA # o

Is there any 5-year or 3-year exclusivity on this active moiety in either a (b)(1) or a (b)2) application?
YES NOX
If yes, explain:

Does another drug have orphan drug exclusivity for the same indication? YES NOX

If yes, is the drug considered to be the same drug according to the orphan drug definition of sameness
{21 CFR 316.3(b)(13)]?

YES NO

Verston: 9/25/03
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NDA 20-449/5-029
NDA Regulatory Filing Review
Page 2
Is the application affected by the Application Integrity Policy (AIP)? YES NOX
If yes, explain.
If yes, has OC/DMPQ been notified of the submission? YES NO
+ Does the submission contain an accurate comprehensive index? YES X NO
e Was form 356h included with an authorized signature? YES X NO
If foreign applicant, both the applicant and the U.S. agent must sign.
* Submission complete as required under 21 CFR 314.5G7 YES X NO
If no, explain:
* Ifan electronic NDA, does it follow the Guidance? N/A YES X NO
If an electronic NDA, all certifications must be in paper and require a signature.
Which parts of the application were submitted in electronic format?
Allin an eNDA i CTD format
Additional comments:
+ If in Common Technical Document format, does it follow the guidance? N/A YES X NO
e [sitan electronic CTD? N/A YES NOX
If an electronic CTD, all certifications must be in paper and require a signature.
Which parts of the application were submitted in clectronic format?
Additional comments:
*  Patent information submitted on fonm FDA 354247 YES X NO
*  Exclusivity requested? YES, 3 years NQO
Note: An applicant can receive exclusivity without sequesting it; therefore, requesting exclusivity is not
required.
* Cormectly worded Debarment Certification included with authorized signature? YES X NO

I foreign applicant, both the applicant and the U.S. Agent must sign the certification.

NOTE: Debarment Certification should use wording in FD&C Act section 306(k)(1}i.e.,

“{Name of applicant kereby certifies that it did not and will nat use in any capacity the services of any
person debarred under section 306 of the Federal Food, [rug, and Cosmetic Act in connection with this
application.” Applicant may not use wording such as “To the best of my knowledge . . ."

Version: 9/25:63




NDA 20-449/5-029
NDA Regulatory Filing Review

Page 3
+  Financial Disclosure forms included with authorized signature? YES X NO
(Forms 3454 and 3455 must be used and must be signed by the APPLICANT.)
¢ Field Copy Certification (that it is a true copy of the CMC technical section}?N/A  YES NO
Refer to 21 CFR 314.104(d) for Filing Requirements
* PDUFA and Action Goal dates correct in COMIS? YES X NO

Project Management

If not, have the document room staif correct them immediately. These arc the dates EES uses for
calculating inspection dates.

Drnig name/Applicant name cotrect in COMIS? If not, have the Document Room make the corrections.
List referenced IND numbers:

End-of-Phase 2 Meeting(s)? Date(s) i NO
If yes, distribute minutes before filing mecting,

Pre-NDA Meeting(s)? Date(
If yes, distributc nunutes before filing meeting.

All labeling (Fi, PPI, MedGuide, carton and immediate container labels) consulted to DDMACY
YES X NO

Trade name (plus P and all labels and labeling) consulted to ODSDOMETS? N/A X YES NO
MedGuide and/or PP1 {plus PI) consulted 1o ODS/'DSRCS? NA X YES NO
If a drug with abuse potential, was an Abuse Lisbility Assessment, including a propaosal for scheduling,

submitted?
NA X YES NO

If Rx-to-OTC Switch application:

OTC label comprehension studies, all OTC fabeling, and current approved P1 consulted to ODS/DSRCS?
N/A YES NO

Has DOTCDP been notified of the OTC sw itch application? YES NO

Clinical

If a controlled substance, has a consult been seat to the Controlled Substance Staff?

YES NG

Chemistry
* Did applicant request categorical exclusion for environimental assessment? YES X NO
If no, did applicant submit a complete environmental assessment? YES NO

Virmon: $25/03
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NDA 20-449/5-029

NDA Regulatory Filing Review

Page 4
IfEA submitted, consulted to Nancy Sager (HFD-157)? YES NO
Establishment Evaluatior Request (EER) submitted to DMPQ? N/A  YES NO
If a parenteral product, consulted to Microbiclogy Team (HFD-805)? YES NO

If 505(b)}(2} application, complete the following section:

Name of listed drug(s) and NDA/ANDA #:

Describe the change from the listed drug(s) provided for in this (b)(2) application (for example, “This
application provides for a new indication, otitis media” or “This application provides for a change in
dosage form, from capsules to solution™).

Is the application for a duplicate of a listed drug and eligible for approval under section 505(j} as an
ANDA? (Normally, FDA will refuse-to-file such NI}As.)
YT§ NO

Is the extent to which the active ingredieni(s) is absorbed or otherwise made available to the site of action
less than that of the reference listed drug (RLD)? (Sec 314.54(b)(1}). If yes, the application should be
refused for filing under 314.101(d)9).

YES NO

Is the rate at which the product’s active ingredient(s) is absorbed or otherwise made available to the site of
action unintentionaly less than that of the RLD? (Scc 314.54(b)(2)). If yes, the application should be
refused for filing under 314103 (dXY).

YES NG

Which of the fallowing patent certifications does the application contain? Note that a patent certification
must contam an authortzed signature.

21 CFR 314500 )i A X 1): The patent information has not been submitted to FDA.
_ 21 CFR 314500 LXIXAN2): The patent has expired.
_ 21 CFR 3145000 1)iXAX3): The date on which the patent will expirc.

21 CFR 314.50G)(1)(i}(A)4): The patent is invalid, unenforceable, or will not be infringed by
the manufacture, use, or sale of the drug product for which the application is submitted.

{F FILED, and if' the applicant made a “Paragraph IV certification {21 CFR
JLESOOHINANL)], the applicant must submit a signed certification that the patent holder
was notified the NDA was filed {21 CFR 314.52(b)]. Subsequently, the applicant must submit
documentation that the patent holder(s) received the notification ({21 CFR 314.52(c)].

21 CFR 314.50(i)1)(it): No relevant patents.

21 CFR 314.50G) L)(iu): The patent on the listed drug is a method of use patent and the labeling
for the drug product for which the applicant is seeking approval does not include any indications

Version: 9/25,03



NDA 20-449/5-029
NDA Regulatory Filing Review
Page 5

that are coverex by the use patent. Applicant must provide a statement that the method of use
patent does not claim any of the proposed indications.

__ 21 CFR314.50()3): Statement that applicant has a licensing agreement with the patent owner
(rwst also submit certification under 21 CFR 314.50(i)}(I i) AX4) above.)

__.. Written statement from patent owner that it consents to an immediate effective date upon
approval of the application.

+ Did the applicant:

¢ Identify which parts of the application rely on information the applicant does not own or to which
the applicant does not have a right of reference?
YES NO

*  Submit a statement as to whether the listed drug(s) identified has received a period of marketing
exclusivity?
YES NO

*  Submit a bioavailability’bioequivalence (BA/BE) study comparing the proposed product to the
listed drug?
N/A YES NO

*  Cenify that it is secking approval only for a new indication and not for the indications approved
for the listed drug if the listed drug has patent protection for the approved indications and the
applicant is requesting only the new indication (21 CFR 314.54(a)(1)(iv).?

N/A YES NO

* [Ithe (b)(2) applicant is requesting exclusivity, did the applicant submit the following mformation
required by 21 CFR 314.50())(4):

¢ Certification that cach of the investigations included meets the definition of “new clinical
investigation" as set forth at 314.108(a}.
YES NO
¢ A list of all published studics or publicly available reports that are relevant to the conditions for
which the applicant is secking approval.

YES NO

e EITHER
The number of the applicant's IND under which the studics essential to approval were conducted.

IND # NO
OR

A certification that it provided substantial support of the clinical investigation(s) essential to
approval if it was not the sponsor of the IND under which those clinical studics were conducted?

N/A YES NG
* Has the Director, Div. of Regulatory Policy II, HFD-007, been notified of the existence of the (b)(2) application?

YES NO

Version: 9/25/03
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APPEARS THIS WAY
ON ORIGINAL

PEARS THIS WAY
K ON ORIGINAL

Version® 9/25/03
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NDA 20-449/5-029
NDA Regulatory Filing Review
Page 7

ATTACHMENT

MEMO OF FILING MEETING

DATE: 5-13-04
BACKGROUND:
(Provide a brief background of the drug, e.g., it was already approved and this NDA is for an extended-release

formulation; whether another Division is involved; foreign marketing history; etc.)

ATTENDEES: Staten, YHsich, Dagher, Abraham, Rahman, Li, Sridhara, Williams, Cortazar

ASSIGNED REVIEWERS:

Discipline Reviewer

Medicak: Dr. Pat Cortazar
Secondary Medical: Dr. Ramzi Dagher
Statistical: Dr. Ning Li
Pharmacology: N/A

Statistical Pharmacelogy: A

Chemistry: N/A

Environmental Assessment (if needed): Dr. Yung-Ao Hsich
Biopharinaceutical: Dr. Sophia Abraham
Microbiology, sterility: N/A

Microbiology, clinical (for antimicrobial products only): N/A

DSI: , Dr. David Gan
Regulatory Project Management: Ann Staten

Other Consults: Joseph Grill (DDMAC}
Per reviewers, arc all parts in English or English translation? YES

If no, explain:

CLINICAL FILE o REFUSE TOFILE
*  Chinical site inspection needed: TBD
*  Advisory Cammittee Meeting needed? TRD

» Iftheapplication is affccted by the AIP, has the division made a recommendation regarding
whether or not an exception to the AIP should be granted 10 permit review based on medical
necessity or public health significance?

N/A
CLINICAL MICROBIOLOGY NA _¢  FILE REFUSETOFILE
STATISTICS FILE o REFUSE TQFILE
BIOPHARMACEUTICS FILE v REFUSE TOFILE

Version- 9725/3
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NDA 20-449/5-029
NDA Regulatory Filing Review
Page 8
+ Biopharm. inspection needed: NO
PHARMACOLOGY NA v FILE REFUSE TO FILE
+ GLP inspection needed: NO
CHEMISTRY FILE_ + REFUSE TO FILE
¢  Establishment(s) ready for inspection? N/A
*  Microbiclogy N/A
ELECTRONIC SUBMISSION:

Any comments: None
Biopharm.: Clin Pharm section to be submitted at the end of March per pre-sNDA agreement — need raw data
in SAS format.
REGULATORY CONCLUSIONS/DEFICIENCIES.
The application is unsuitable for filing. Explain why-

The application, on its face, appears to be well organized and indexed. The application
appears to be suitable for filing.

v No filing issues have been identified.
___none - Filing issues to be conunuricated by Day 74. List (optional®:

EXPECTED REVIEW COMPLETION:
Clinical: August 1st
Stat: After August 10th
Biopharm: August Ist
ACTION ITEMS:

1. Document filing issucs/no filing issues conveyed to applicant by Day 74. (done: 5-19-04)

2. 'The following consultants should be cleared to assist 1t the review of this supplement: TR if needad.

3. DSImemo — Pat to select sites asap if needed

4. One team meeting 15 needed (medical and Statistics only we TLs)

5. Two labeling meetings to be scheduled. Done: 8-4-04 and 8-10-04

_Ann Staten, RD B
Regulatory Project Manager, HFD-150

Version: 9/25/03




Staten, Ann M

From: Cortazar, Patricia
i Thursday, May 27, 2004 3:00 PM
Staten, Ann M
wC: Dagher, Ramzi; Pazdur, Richard; Li, Ning; Sridhara, Rajeshwari; Abraham, Sophia
Subject: D8I consult

1 did a preliminary review of the primary efficacy endpoint by sites and the results are very even. Therefore, I do

not recommend a DSI inspection. At this point the data looks very solid with similar results across centers.
Ann:

Please let the DSI division that an inspection would not be necessary.
thanks,

Patricia Cortazar, MD

Medical Officer

Diviston of Oncology Drug Products
FDA



PROJECT MANAGER REVIEW OF LABELING

NDA 20-449/S-029

Drug: Taxotere (docetaxel) Concentrate for Injection,
20 mg and 80 mg

Applicant: Aventis

Submission Date:  March 17, 2004

Receipt Date: March 17, 2004

BACKGROUND:

On May 19, 2004, NDA 20-449/S-028 was approved, which provided for “Taxotere in
combination with prednisonc as a treatment for patients with androgen independent
(hormone refractory) metastatic prostate cancer” as well as several other revisions to the
package insert.

The final printed labeling (FA) for S-028 was submitted clectronically on May 27, 2004
and it was accepted on June 21, 2004,

This new supplement (8-029) provides for the following new proposed indication:
“TAXOTERE 1n combination with doxorubicin and cyclophosphamide is indicated for
the adjuvant treatment of patients with operable node-positive breast cancer.” as well as

other revisions.

On June 23, 2004, Aventis provided an electronic copy of the package insert which
conibined the approved labeling from S-028 into the proposed labeling for S-029.

DOCUMENTS REVIEWED:

I compared the electronic Word version of the proposed draft package insert text for S-
029 against the clectronic version of the final printed labeling for S-028 submitted on
May 27, 2004,

REVIEW:

The only changes in the new version are thosc the sponsor proposes for this supplement.
CONCLUSION - RECOMMENDED REGULATORY ACTION:

The proposed draft package insert for $-029 with tracked changes is attached.

With the concurrence of the Medical, Statistical and Clinical Pharmacology reviewers,
this labeling may be approved (see their reviews).



NDA 20-449/5-029
Page 2

__ {Sce appended electronic signature puge}l

Ann Staten, Regulatory Health Project Manager
___{See appended electronic signature page}

Dotti Pease, Chief, Project Manager Staff
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Staten, Ann M

‘ From: Staten, Ann M
Sent; Tuesday, August 26, 2003 11:21 AM
To: Michael. Rozycki (Michael.Rozycki@aventis.com)

Subject: Follow-up questions for presNDA meeting (ad;. Breast)
Importance: High

Hi Mike,

Attached is our response to your submission dated 8-22-03 (serial number 1115).
Please let me know if you need anything else.

Sincerely,

Ann

8/26/2003



1. Aventis Follow-Up Comment and Question #1: Aventis expects to submit the
sNDA on or about January 29, 2004. At present, patient accrual to Study
XRP6976D/1001 is ongoing, and as such, Aventis cannot commit to the
submission of a final study report before the end of May 2004. Aventis believes
that the mature efficacy data and the clinical safety experience which will be
included with Study TAX316, and supported by the safety data from Study
GEICAM 9805, does not warrant delaying the submission of the sNDA

until the availability of a final report for Study XRP63976D/1001. Hence, Aventis
proposes to submit the final report for Study XRP6976D/1001 after the initial
submission of the subject sSNDA, but before the end of May 2004.

Does FDA agree with this timeframe for the submission of a final report for
Study XRP6976D/1001?

FDA Response

Yes, we agree. However, delay of your submission of the final study report for
Study XRP6976D/1001 may delay our completion of the review and final action
on the sNDA submission.

2. Aventis Follow-Up Comment and Question #2; In the original question in the
briefing document, Aventis offered to include supportive pharmacokinetic reports
for the following four additional studies in the sNDA submission:

/

/

in the original question, Aventis indicated that it does not regard these additional
studies as being capable, separately or in combination, of confirming the
absence of an interaction among all of the constitutive agents of the TAC
treatment regimen. Aventis does not plan to include case report forms or SAS
datasets containing tabulations of analytical results (including, but not limited to,
efficacy, safety, dosing, and baseline demographics results) with the sSNDA



submission, but will provide available data to FDA reviewers upon request. The
FDA response of August 21 did not comment on the Aventis proposal for
submission of these studies.

Does the FDA agree that the submission of pharmacokinetic information
for Studies e ‘escribed above
would be helpful in assessing potential pharmacokinetic interactions?

FDA Response

No, we do not agree that the above studies will be helpful in assessing potential
pharmacokinetic interactions. These studies are not relevant to the sNDA
submission since dosing schedules and patient populations may differ from those
recommended for the TAC combination. In addition, the potential pharmaco-
kinetic interactions - n these studies may differ than that
for the triple TAC combination.

\
PPEARS THIS WA
AN ORIGINAL



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Ann Staten
9/25/03 01:47:33 PM

Patricia Cortazar
5/26/03 11:47:07 AM



Aventis Pharmaceuticals

August 18, 2004

Food and Drug Administration

Attention: Richard Pazdur, M.D,

Director, Division of Oncology Drug Products (HFD-150)
Center for Drug Evaluation and Research

Food and Drug Administration

Woodmont 2 Room

1451 Rockville Pike

Rockville, MD 20852

Supplemental NDA 20-449/5-029: TAXOTERE® (docetaxel) Injection Concentrate
Amendment to Pending Supplemental NDA

Responses ro FDA Requesis for Information

Dear Dr. Pazdur:

Reference is made to the March 17, 2004 submission of supplemental New Drug Application
(sNDA) 20-449/8-029, and to a request from Cmdr. Ann Staten (FDA) to Daniel Bollag
(Aventis) during a telephone conversation on Angust 18, 2004. In the Auvgust 18 conversation,
Cmdr. Staten requested that the final changes proposed for the adjuvant breast cancer indication
communicated to FDA via electronic mail on August 18 be submitted to the supplemental NDA.

With this letter, Aventis is submitting to sNDA 20-449/8-029 the proposed label changes which
were sent to the FDA via electronic mail today (see Appendix),

Aventis certifies that all electronic media are free from computer virus. The virus scan for this
submission was performed using Symantec’s Norton Antivirus Corporate Rdition, Version

7.50.846, Scau Engine Version 4.1.0.6, The Virus Definition File is Version 60816¢, issued
August 16, 2004.

Aventis considers the information included in this submission to be confidential and proprietary,
and requests that no portion thereof be disclosed to third patties, under the Freedom of

Information Act or otherwise, without first obtaming written permission from the applicant under
21 CFR 314.430.

Aventis Pharmaceuticals Inc, - wivw.aventis.com
200 Crossing Boulevard - PO Box 6860 - Bridgewater, NJ 08307-0890 - Telephone (908) 304-7000




NDA 20-449/5-029

TAXCTERE & (docetaxel) Injection Concentrate)
Angust 18, 2004

Pags2of2

If you have any questions or require additional information to facilitate the review, please

contact me at (308} 304-6431 (Fax: 908-304-6531), or in my absence, Cheryl Anderson at (908)
304-6471.

Sincerely,

Omb

Daniel M, Bollag-$h.D,

Director |
US Regulatory Affairs |
Enclosures: Form FDA 356h

Appendix
1 CD, <] MB



DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OME No, 0310-
FOOD AND DRUG ADMINISTRATION ﬁfaﬁm Date: Auguse 51, 2005
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, See OMB Statomant an page 2.
OR AN ANTIBIOTIC DRUG FOR HUMAN USE FOR FDA USE ONLY
(Title 21, Code of Fedsral Regulations, Parts 314 & 601) APPLICATION NUVEER
NDA #20-449/8-029
APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSION
Aventis Pharmaceuticals, Inc August 13, 2004
TELEFHONE NQ. (Inciuda Area Coda)} FAGSIMILE (FAX) Number (iaciutie Arsa Goda)
{908) 304-6431 (908)-541-5274
APPLICANT ADDRESS (Numbar, Streat. City, Stata, Country, ZiF Cods or Mail AUTHORIZED U.S, AGENT NAME & ADDRESS (Numbar, Strea,
Codo, and U.S. License rnumber If praviousty Issued): Cily, State,, ZIP Code, taisphene & FAX aumber) I APPLICABLE
200 Crossing Blvd., Route 202-206
P.O. Box 6890 N/A
Bridgewater, NJ 08807-0890
PRODUCT DESCRIPTION
NEW DAUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE ARPLICATION NUMEER {if pravicusly issusy ND A #20-449
ESTABLIBHED NAME (a.g., Proper name, USPAUSAN nams) PROPRIETARY NAME (frade nama} IF ANY-  ALVESGO™
Docetaxel ' TAXOTERE Injection Concentraie
CHEMICALBIOCHEMICALBLOOD PRODUCT NAME (I any) CODE NAME (f any)

{ZR,35)-N-carboxy-3-phenylisoserine N-rerr-butyl ester, 13-ester with 54-20-epoxy- XRF 6976
1.20,4,73,10B, 13 a-hexahydroxytax-1 1-en-9-one 4-acetate 2-benzoate, trihydrare
UOSAGE FORM: STRENGTRS: ROUTE OF ADMINISTRATICN:
Concentrate for Infusion 20 mg and 80 mpg Intravenous infusion
{PROPOSED) INDICATION(S) FOR USE:

et

APPLICATION DESCRIFTION
APPLICATION TYPE
{chack one) BT NEW DAUG APPLICATION (CDA, 21 GFR 314.50) [ ABBREVIATED NEW DRUG APPLICATION (ANDA, 21 CFA 314.94)
[ BIGLCGICS LICENSE APPLICATION (BLA, 21 CFR Part 601)
IF AN NDA, IDENTIFY THE APPROPRIATE TYPE &608 o)1) L1 505 (n)(2)
IF AN ANDA, OR 506(bj(2], IDENTIFY THE REFERENGE LISTED DRUG PRODUGT THAT 15 THE BASIS FOR THE EUBMISSIAN
Name of Drug Halder of Approved Application
TYPE OF SUBMISSION (chack ona) {J DRIGINAL ARPLICATION B AMENDMENT TQ A PENDGING APPLICATIGON O RESUBMISEION
O PRESLBMISSION O ANNUAL REPQRT [ ESTABLISHMENT DESCRIPTION SUPPLEMENT O EFFIGACY SUPRLEMENT
O LABELING SUPPLEMENT O CHEMIETRY MANUFAGTURING AND CONTROLS SUPPLEMENT O OTHER

I A SUBMISSION OF PARTIAL APPLICATION, PROVIDE LETTER DATE OF AGREEMENT TO PARTIAL SUBMISSION;

IF A SUPPLEMENT, IDENTIFY THE APPROFRIATE CATEGORY [1cCaE { cee-ao [ Prior Approval (RA)

REASCN FOR SUBMISSION- ’
Rosponse to FDA Request for Information

PROPOSED MARKETING STATUS (ahsck ona) [X] PRESCRIFTION PRODUCT (A% [ OVER THE COUNTER FRODUCT {OTG)
NUMBER OF VGLUMES suenitren  N/A THIS APPLICATIONIS B PAPER [ PAPER AND BLECTRONIC B ELECTRONIC

ESTABLISHMENT INFORMATION (Full establishment information should be providad in the body of the Application.)

Provide locations of all manufactunng, packaglng and control sites far drug substanca and drug product (cantinuation sheela may be used if necesgary).
Include name.address, contact, telephone number, ragistraton numbar {GFN), DMF number, and manufacturing stepe and/or typa af teeting (2.5, Final
dogage forn, Stabllity testing) conducted at the slte. Flease Indicate whether the site Is raady for Inspeetian or, if nat, whar it will ba ready

Cross Refarences (list raiatad Licanse Applications, INDs, NDAs, PMAS, 51 0z, INEs, BMFe, and DMFs refersnced in the current
application)




This application contains the following ftems: (Check all that apply)
1. Index

2 Labeling {check one) 1 Draft Lakefing [ Fingl Printed Labeling
3. Summary (21 CFR 314.50 (c))

4. Chemistry section
A. Chemistry, manufacturing, and controls imformation (e.g., 21 CFR 314.50{d){1); 21 CFRA 601.2)

B. Samples (21 CFR 314.50 {g)(1); 21 CFR 801.2 (a)} {(Submit only upon FDA's request)
C. Metheds validation package (e.q., 21 CFR 314.60(e){2){D; 21 CFR 601.2)

- Nongclinica! phammacology and toxlcology section (6.g., 21 CFR 314.50(d)(2); 21 CFR 601 2)

. Hurnan pharmacokinetics and bioavaiiai:i[ity section (e.g., 21 CFR 314.50(d)(3); 21 CFR 601.2)
. Clinical Microbiology (e.g., 21 CFR 314,50(d)(4))

. Clinical data section (6.9., 21 CFR 814.50(d)(S); 21 CFR 601.2)

DI ; |0

- Safety updata raport (9.9, 21 CFP 314.50{d)(8)(vi)(b); 21 CFR 631.2)
10. Statistleal section (e.g., 21 CFRA 314.50(d)(6); 21 CFR 601.2)

11. Casa raport tabulations (a.g., 21 CFR 314.50(1)(1); 21 CFR 601.2)
12. Cage report forme (e.g., 21 CFR 314.50 (A(2): 21 CFA601.2)

13. Patent information on any patant which claims the drug (21 U.S.C. 355(h) or (c))

14. A patent certification with respact 10 any patent which claims the drug (21 U.8.C. 355 (B2} or GH2{AN

15, Establishment description (21 CFR Part 800, if applicable)
16, Debarment certification (FD&C Act 306 (K)(1))

17. Field copy certification (21 CFR 314.50 (1)(3))

18. User Feo Cover Sheet (Form FDA 3387

19. Financial Information (21 CFR Part 54)

HIOOQO@o|ocioo|aiooooin|oaoia;c|a

20. OTHER {Specify} — Response to FDA Request for Information

CERTIFICATION

| agree to update this application with new safely information about the product that may reasonably affect the statemem of contraindications,
warnings, precauticns, or adverse reactions in the draft labeling. { agree (o submit safety update reports as provided for by reguiation or as
fequastad by FDA, 1f this application is approved, | agree to comply with all applicable laws and reguiations that apply to approved applications,
inciuding, but not imitad 1o the following:

1. Geod manufacturing practica regulations in 21 CFR Pans 210, 211t or applicable regqulations, Parts 808, and/or 820.
Biological establishment standards in 21 CFR Part 600.
Labeling regulations in 21 CFR Parla 201, 606, 610, 660, and/or 808,
In the case of a preseription drug or bielogleal produet, vrescdption drug advertising regulations in 21 CFR Pant 202,
Regulatlons on making changes in application In FD&C Art gection 80BA, 21 CFR 314.71, 314.72, 814.597, 314 99, and 801 12.
Regulations or Reports in 21 CFA 314,80, 314.81, 600,60, and 600.81,
- Local, state and Federal environmental Impact laws.
if this application appllos to a drug praduct that FDA has proposed for scheduling under the Controtlod Substances Act, | agree not to markot
the product until the Drug Enfarcement Administration makes a finaf scheduling decision,
The data and information in this submisgien have been reviewed and, (o the best of my knowledge are centifiad to be trus and accurate.
Warning: A willfully faise siatement ie a criminal offense, U.S. Code, title 18, saction 1001,

SIGNATURE OF RESPONSIBLE OFFICIAL O AGENT TYFED NAME AND TITLE DATE:

T }5 Daniel M. Bollag, Ph.D. 08/18/04
Director, U.S. Rezulatory Affairg

NEo e

ADDRESS {Straat, Clty, s%nd 2IP Cotla) Talephona Nambec
Aventis Pharmaceuticals, Inc. Route 202-206 POBox 6800 Bridgewater, NI 08807-0890 (908) 304-6431

Publlc reparting burdan for this callection of informetion is estimarad to average 24 haurs par respange, including the time for rewviewing instructions,
8edrching existing dats sources, gathering and mainteining the data neaded, and complating and raviswing the oollsction of iNformation. Send eammants
regarding this burden eatimate or any othar azpact of this calleciian of infarmation, including suggestions for reducing this burden ta:

Depanment of Health and Human Serviges

Faod and Drug Administration Food and Drug Adminigtration An agency may not conduct or spanset, and a
GDER, HFD-89 CDER [MFD-94) persen I8 not requ!red 1o reqpond o, a
1401 Rockville Pike 12229 Wilking Avenue collection of information unlese It displays a

Rockvills, MD 20852-1448 Rockvills, MD 20852 currently vatld OME control numbar.




Bollag, Daniel PHUS

From: Bollag, Daniel PH/US

Sent: Wednesday, August 18, 2004 2:07 PM
To: ‘statena@cder.fda.gov'

Cc: Bollag, Daniel PHUS

Subject: NDA 20-449/5-029: final label changes

Signed By: daniel.bollag @ aventis,com
Security Label: Sighed & encrypted
Contacts: Ann Staten

Hello Ann,

As we discussed a few minutes age, here are the changes to the label and postmarketing commitment
statements that you sent to us this moring. The Word document has the changes highlighted in revision marks.

Label:

At the time of this interim analysis, based on a total of 219 deaths, overall survival was longer for
TAC than FAC (hazard ratio=0.69, 2-sided 95% C1=0.53, 0.90). (See Figure Y). There will be
further analysis at the time survival data mature.

Postmarketing commitment:
To submit a complete report of the updated TAX316 data to verify the efficacy based on 700
events of DFS and safety of Taxotere in the adjuvant treatment of women with operable node-

positive breast cancer and to submit the final analysis of overall survival (expected to occur in
2010).

Best regards, Dan

8/18/2004
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August 5, 2004

Food and Drug Administration

Attention: Richard Pazdur, M.D, N W Tl =
hl F*
Director, Division of Oncology Drug Products (HFD-150) i “"Q’L-B\jﬂ-— D

Center for Drug Evaluation and Research

Food and Drug Administration AUG ~ 6 72004
Woodmont 2 Document Room r i
1451 Rockville Pike DDR-15C/CDER

Rockville, Maryland 20852
Supplemental NDA 20-449/5-029: TAXOTERE® (docetaxel) Injection Concentrate

Amendment to Pending Supplemental NDA
Response to July 30, 2004 FDA Request for Information

Dear [Dr. Pazdur:

Refercnce is made to the March 17, 2004 submisston of supplemental New Drug Application {(sNIDA)
20-449/5-029.

Reference is also made 1o an electronic mail message received from the Food and Drug
Administration (FDA) on July 30, 2004, requesting information pertaining to the review of sNIDA 20-
449/5-029. With this letter, Aventis is responding to the FDA’s request for information.

Questien 1. Please explain what type of additional radiotherapy the following patients had and the
difference with protocol radiotherapy: 32311, 27601, 17423,

Aventis Response. Patient 32311 (TAC) had a left quadrantectomy on -_— .. She

received 2 cycles of treatment (the last TAC cycle was given on February 16, 1999) and then

discontinued due to AE {(allergy). She then received additional chemotherapy with FAC starting on
—_ She received adjuvant radiotherapy to the left breast (50 Gy) from ——

. which was reported as “Adjuvant Radiotherapy as per Protocol” in Qisting L26. This
radiotherapy was also reported as radiotherapy to the left breast in the module "Non-Systemic Anti-
Cancer Therapy,"” as shown in listing L31.

Patient 27601 (FAC) had a right lumpectomy on - She received the maximum
treatment of 6 cycles, with the last cycle given on April 17, 1998, She had adjuvant radiotherapy to
the right breast (50 Gy) and right supraclavicular region (50 Gy) from _—_

1998, as well as a boost to the right breast (10 Gy) from - (reported as
"Adjuvant Radiotherapy as per Prolocel” in listing L26}). This radiotherapy was also incorrectly
reported in the module "Non-Systemic Anti-Cancer Therapy" as radiotherapy to the right breast, as
shown in listing L31.

Patient 17423 {TAC) had a night lumpectomy or — She withdrew consent before the
first adrministration of study drug (reason: "unhappy with assignment with treatment arm"). She then
received adjuvant chemotherapy with AC-Taxel from - She had adjuvant radiotherapy to

Aventis Pharmacceaticals e, - 200 Crossing Boulevard « PO Box 6890 « Bridpewater, NJ 08807-0890 « www aventis comm
Telephone (Q08) 3047000




NDA 20-449/5-029

August 5, 2004

Page 2 of 2

the right breast (5040 ¢Gy) from —_ -, and to the right axillary region
(1080 cGy) from ” -_ {reported as “"Adjuvant Radiotherapy as per Protocol” in

listing 1.26). This radiotherapy was also reported in the module "Non-Systemic Anti-Cancer
Therapy" as radiotherapy to the right breast, as shown in listing L31.

In summary, all three patients received adjuvant radiotherapy following adjuvant chemotherapy.
However, patients 32311 and 17423 did not receive the full 6 cycles of assigned chemotherapy.
Nevertheless, in each case, the radiotherapy could be considered as "per protocol,” i.e., no “"extra"
radiotherapy was given.

Question 2. [t is very important to find the reason why patient 25501 received radiotherapy to C7 -
D11 Please submit information on radiation oncelogist clinical notes, imaging before radiation, eic.

Aventis Response. On August, 2, 2004 Aventis sent the following responsc to the FDA via
electronic mail:

"Per our July 8, 2004 response to the July 6, 2004 information request, subject 25501 had a
baseline bone scan and bone x-ray that were suspicious but inconclusive for bone metastasis.
At cycle 3, repeat imaging confirmed the bone metastasis, and the TNM status at baseline
was therefore changed to M1 by IRF. Hence, this patient is considered to have had a DES
event at baseline, and all radiotherapy received by this patient was by definition post-DFS.
The CRF does not capture the reason for radiotherapy under such circumstances.”

It should be clarified that, contrary to what was stated in the above response, patient 25501 was nat
considered to have had a DFS event at baseline. Rather, she was considered to be metastatic at
baseline. Accarding 1o the Intention to Treat principle, her DES was 10 be calculated once she had
relapsed, whicl in this case was when she showed progression of her metastatic disease on January 1,
2001. Thus, a breast cancer relapse (BCR) was assigned on this date, as shown in listing 1.30. After
6 cycles of FAC (the last cycle was given on November 16, 1998) and before her BCR, she had

radiotherapy to the spine (C7-D11) from gl as well as chemotherapy
(Taxotereon and bisphosphonates (pamidronate on ~ — J as described in
listing 1.31.

A copy of this submission was forwarded to Commander Ann Staten (FDA) via electronic mail on
August 5, 2004, Please contact Cheryl Anderson at 908-304-6471, for all matters regarding this
submission.

Sincerely,

A A D BZ%Q?

Michael D. Rozycki, Ph.D.
Direclor, Regulatory Affairs

Foc: Form DA 356
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August 4, 2004 ‘NDA SUPPL AMEND

Food and Drug Administration
Attention: Richard Pazdur, M.D.

Director, Division of Oncology Drug Products (HFD-150) RECE,VED
Center for Drug Evaluation and Research i

Food and Drug Administration AUG - 5 2004
Woodmont 2 Document Room D

1451 Rockville Pike DR-150/CpER

Rockville, Maryland 20852

Supplemental NDA 20-449/5-029: TAXOTERE® (docetaxel) Injection Concentrate
Amendment to Pending Supplemental NDA
Responses to FDA Requests for Information
Dear Dr. Pazdur:

Reference is made to the March 17, 2004 submussion of supplemental New Drug Application (sNDA)
20-449/5-029.

Reference is #lso made o electronic mail queries received from the Food and Drug Administration
(FDA) on hane 15, 10. 17, 22, July 6 (2 quenes), 8. 9, 12 (2 queries), 13. 4, 19. and 27, 2004,
requesting information pertaining to the review of sSNIDDA 20-449/5-029. Aventis provided responses
vig electronic mail to these nformation requests on June 1§ (2 responses), 22, 23, July § (4
responses). 14 (2 responses), 15,16 (2 responses}), 20, 21, and 28, 2004.

With this letter. Avents is submit[i‘ng to sNDA 20-449/5-029 the responses, listed above, that have
previously been sent to the FDMA via electronic mail. These responses are included herewith in the

Appendix.

Please contact me at 908-304-6412 (Fax: 908-304-6549) or, in myv absence, Cheryl Anderson at 908-
304-6471, for all matters regarding this submission.

Sincerely.

M A4 D %Q

Michael D). Rozycki, Ph.D.
Director, Repulatory Affairs

Enc:  Form FIXA 3360
Appendix

Aventis Pharmaceuticals Tnc. - 200 Crossing Boulevard « PO Box 6890 - Bridgewater, N1 Q8807-0890 - wwsw avents com
Telephone (90%) 304700
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NDA suppL AMEND:
SEL-024- QM

August 3, 2004

RECEIVED

Food and Drug Administration AUG — 4 2004
Attention: Richard Pazdur, M.D.
Director, Division of Oncology Drug Products (HEFI>-150) DDR-150/CDER

Center for Drug Evaluation and Research
Food and Drug Administration
Woodmont 2 Document Room

1451 Rockville Pike

Rockville, Maryland 20852

Supplemental NDA 20-449/5-029: TAXOTERE® (docetaxel) Injection Concentrate
Amendment to Pending Supplemental NDA
Response to FDA Requests for Informarion
Dear Dr. Pazdur:
Reference 15 made to the March 17, 2004 submission of suppiemcental NTIA 20-349/5 029

With this letier, Aventis is submitting responses to the following intormation requests received [rom
Cmdr. Ann Staten, Food and Drug Adrunistration, Division of Oncology Drag PProducts, on July 29,
2004 via electronic mail:

Question L: Please provide the definition for the HORMONOREC daraset. We need definition of
ERSTA and PGRSTA [,2,3,4 and A.

Response to Question 1: The codes used are as follows: | = Negative; 3 = Positive; 4 = Nut
Assessable; A = Not Done, when confirmed by the investigator (e, “Not Done™ box checked for
Biochemical Methed or Immunocytochemistry tests on page B-9 of the case report form).  The
number “27 s not used.

Question 2: You reporied —  ypersensitivity reactions on the proposed labeling. Please explain
what type of reactions and submit all the information or explain wheve is ihe informarion located in
the Study Reporr.

Respounse to Question 2: Hypersensitivity reactions reported in the propeosed lubeling consist ot all
events reported as Callergy” in Table 47 of the TAX 316 clinical study report; namely, teral terms
from investigators that were coded o the NCI term “allergy™, as well as evenis ideniified with the
preprinted term Callergy” on the case report form, The term “hypersensitivinn ™ was chosen for
labeling purposes i hew of “allergy” m order mantain consistency in the TAXOTERTE fabeling.

Aventis Pharmaceuticals Inc. + 200 Crossing Boulevard « PO Box 6390 « Bridgewater, MJ 98807203940 « v i con
Telephone (9083 304-7000



NDA 20-449/8-G29

August 3, 2004
Page 2 of 2

Question 3: Please send all the information you have regarding the three patients with leukemia e.g.
cytogenetics, classification, etc.

Response to Question 3: At the time of submission of the SNDA (March 17, 2004), three cases of
leukemia (patients 13510, 24105, and 40701) were reported in the clinical database for study TAX
316. A fourth case (patient 10621) was also reported in the study report for TAX 316 because this
case occurred after the data base lock for the second interim analysis for TAX 316 but prior to the
submission of the SNDA. Comparative information for patients 13510, 24105, 40701, and 10621 is
included in the Table in Appendix | to this submission. Additional information is available in the
CIOMS forms for these paticnts, included in Appendix 2.

A fifth case, patient 27602, involves possible myclodysplastic syndrome, but was reported as non-
serious and unrelated to study chemotherapy according to the investigator. This case was reported in
the 120-day safety update for SNDA 20-449/5-029 that was submitted on Juiy 16,2004, Infonmation
for this case is not included in the table in Appendix 1.

A copy of this submission was forwarded via electronic mail to Crdr. Staten on August 2, 2004,

Please contact me at 908-304-6412 (Fax: 908-304-6549} or, in my absence, Cheryl Anderson at 908-
304-6471, for all matters regarding this submission.

Sincerely.

Mickeael D Tl

Michael I, Rozycki. Ph.1).
Director. Regulatory Affairs

Enc:  Form FDA 350h
2 Appendices



L
Page 1 of 1

Staten, Ann M

From: Gohel, Lopa

Sent:  Tuesday, August 03, 2004 2:34 PM
To: Staten, Ann M

Subject: RE: taxotere labeling meeting

Hi Ann:

| reviewed the label and do not have any comments at this time.
Thanks,

Lopa

From: Staten, Ann M

Sent: Tuesday, August 03, 2004 10:08 AM
To: Gohel, Lopa

Subject: RE: taxotere labeling meeting

From: Gohet, Lopa

Sent: Tuesday, August 03, 2004 10:03 AM
To: Staten, Ann M

Subject: taxotere labeling meeting

Hi Ann:
I'am not in the office tomorrow and will be unable to attend the taxotere labeling meeting. Do you
have a copy of the label that I can review and send for comments if necessary?

Thanks,
Lopa

8/3/2004
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Staten, Ann M

From: Staten, Ann M

Sent: Friday, July 30, 2004 10:14 AM
To: 'Michael. Rozycki@aventis.com'
Subject: NDA information request s-029
Importance: High

Mike,

Here is another information request.

Please submit ASAP the following information:

« Please explain what type of additional radiotherapy the following patients had and the difference with protocot
radictherapy: 32311, 27601, 1743

« ltis very important to find the reason why patient 25501 received radiotherapy to C7 - D11. Please submit information
on radiation oncologist clinical notes, imaging before radiation,etc.

Thank you,

Ann

APPEARS THIS WAY
O ORIGINAL




Staten, Ann M

From: Staten, Ann M

Sent: Thursday, July 29, 2004 10:22 AM

Ta: 'Michael.Rozycki@aventis.com'
Subject: FW: TAXOTERE nda INFO REQUEST
importance: High

Here is another.

Thanks!

You reported ~  hypersensitivity reacttons on the proposed labeling. Please explain what type of reactions
and submit all the information or explain where is the information located in the Study Report.

APPEARS THIS WAY
ON ORIGINAL



Staten, Ann M
i

Arom: Staten, Ann M

Sent: Thursday, July 29, 2004 10:39 AM
To: ‘Michael. Rozycki@aventis.com'
Subject: Urgent Taxotere NDA info request
Importance: High

Please see below request to be submitted asap.

Thanks!

Please provide the definition for the HORMONOREC dataset. We need definition of ERSTA and PGRSTA
1,2,3,4 and A.

APPEARS THIS WAY
ON ORIGINAL



Staten, Ann M

From: Staten, Ann M

Sent: Thursday, July 29, 2004 10:41 AM

To: ‘Michael. Rozycki@aventis.com'
Subject: FW: Taxotere NDA information request

And another! | am sorry for not batching the requests.

Thanks,
ann

]

Please send all the information you have regarding the three patients with leukemia e.g. cytogenetics,
classification, etc..

APPEARS THIS WAY
ON ORIGINAL




Staten, Ann M

r‘;rom: Staten, Ann M

Sent: Tuesday, July 27, 2004 12:46 PM
To: ‘Michael. Rozycki@aventis.com'
Subject: Taxotere info request
Importance: High

Dear Mike,

Here is another request from the medical review:
Please submit an adverse event narrative for patient 10403 whose cause of death was stated in the Study Report as
"cardiopathy".

Thanks,
Ann

CLais
PPME NN L RIS iﬂiHY

Uit ORIGINAL



Staten, Ann M

?rom: Staten, Ann M

Sent: Wednesday, July 14, 2004 3:09 PM
To: ‘Michael.Rozycki@aventis.com’
Subject: Taxotere NDA information request
Hi Mike,

Here is another quest for clarification just received.

The number of patients who had breast conserving surgery and mastectomy from Tables 18 and 24 are
not the same. Please explain the difference.

Thanks,
Ann

AU
APt i NS ik

OR GRIGINAL



Staten, Ann M

From: Staten, Ann M

Sent: Tuesday, July 13, 2004 9:33 AM

To: ‘Michael. Rozycki@aventis.com'’

Subject: Taxotere NDA information request
Dear Mike,

Here are three more information requests.

1.

Please explain why the number of events from Table 29 of the Study Report (316.pdf, pg 136) and
Tables from 3785, 3786, 3787 are not the same. For example:

e the number of patients with distant relapse are 115 (TAC) and 158 (FAC) on Table 29 and {16
(TAC), 159 (FAC) on page 3785,

» the number of patients with second primary malignancies are 20 (TAC) and 26 (FAC) on Table
29 and 29 (TAC), 34 (FAC) on page 3786 and 3787.

The number of patients with contralateral breast cancer from table 9 (page 136) and page 3787 is not
the same. Please explain the difference and separate DCIS from invasive breast cancer.

Please provide the following information in a table:

Site of loco-regional recurrence TAC arm FAC arm

Total # with locoregional recurrence

Chest wall

Ipsilateral breast

Other regional lynmph nodes

Axillary lymph nodes

Thanks!

Ann

APPEARS THIS WAY
ON ORIGINAL




Staten, Ann M

¢

From: Staten, Ann M

Sent: Monday, July 12, 26004 12:06 PM
To: ‘Michael.Rozycki@aventis.com'’
Subject: Taxotere NDA information request
Dear Mike,

We have 2 additional requests:
1. Please submit detailed information on post-study therapy for all patients who withdrew or had an event,
2. Did any patient receive bisphosphonates after randomization? If the answer is yes, please provide detailed

information.

Thanks,
Ann

APPEARS THIS WAY
ON ORIGINAL




Pease, Dorothy W

From: Pease, Dorothy W
: Monday, July 12, 2004 8:28 AM
B ‘Michael.Rozycki@aventis.com'
we: Staten, Ann M
Subject: Taxotere NDA 20-449/5029

Another clinical request:

The study report states (section 6.3.4.2) that 10 patients received prior anti-tumor treatments such as surgery,

radiotherapy, chemotherapy (TAC) and hormonotherapy. Please submit detailed information including patient
identification, treatments received and timing with respect to randomization.

Dott1 Pease ,

Chief, Project Management Staff

Division of Oncology Drug Products, HFD-150
301-594-5742/301-594-0498 (fax)

ArreAdS THIS WAY
ON CRIGINAL



[ /(

ped: Dorothy W
/—-7 )
e Cortazar, Patricia
. Friday, July 08, 2004 2:47 PM
" Pease, Dorothy W
W Dagher, Ramzi; Corlazar, Patricia
Subject: Taxotere NDA info request

Dotti:
Please send the following information request to the sponsor.

» The study report states (section 6.3.4.2) that 10 patients received prior anti-tumor treatments such as
surgery, radiotherapy, chemotherapy (TAC) and hormonotherapy. Please submit detailed information

including patient identification, treatments recetved and timing with respect to randomization.
Thanks

Patricia Cortazar, MD

Medical Officer

Division of Oncology Drug Products
FDA

APPEARS THIS WAY
ON ORIGINAL
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Pease, Darothy W

From: Michael.Rozycki@aventis.com
Sent:  Friday, July 09, 2004 11:35 AM
To: PEASE@cder.fda.gov

Cc: STATENA@cder.fda.gov
Subject: RE: Taxotere 20-449/5029
Dotti,

I have received the request and will provide an answer ASAP.

Thanks,
-Mike

Michael Rozycki, Ph.D.
Director, Oncology Regulatory Affairs
Global Regulatory Liaison, TAXOTERE
Aventis Pharmaceuticals, Inc.

Mail Code BX2-209G

200 Crossing Boulevard

Bridgewater, NJ 08807

Phone: 908-304-6412

Fax: 908-304-6549

----- Original Message-----

From: Pease, Dorothy W [mailto: PEASE@cder.fda.gov]
Sent: Friday, July 09, 2004 7:43 AM

Ta: Rozycki, Michael PH/US

Cc: Staten, Ann M

Subject: RE: Taxotere 20-449/5029

Additional request:

Please describe the following data from Table 27 "Major Protocol Deviations During
Follow-up'':

« Patient ID, hormonal therapy received and reason for deviation from pretocol.
» Patient ID, type of surgery and reason

Patient [D, radiation therapy and reason

Please confirm other therapies were ovarian ablation and reason for protocol
deviation.

Reason ER PR positive patients did not received hormenal therapy.

Dotti

7/9/2004




Pease, Dorothy W

From:
Sent:
To:

Cc:
Subject:

Additional request:

Pease, Dorothy W

Friday, July 09, 2004 7:43 AM
‘Michael Rozycki@aventis.com'
Staten, Ann M

RE: Taxotere 20-449/5029

Please describe the following data from Table 27 "Major Protocol Deviations During Follow-up"':
e Patient ID, hormonal therapy received and reason for deviation from protocol.

e Patient ID, type of surgery and reason

¢ Patient ID, radiation therapy and reason

e Please confirm other therapies were ovarian ablation and reason for protocel deviation.
Reason ER PR positive patients did not received hormonal therapy.

Dotti

APPEARS This
WA
ON ORIGINAL '
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Pease, Dorothy W " / X/(b*f 1o fc

From: Michael Rozycki@aventis.com
Sent:  Thursday, July 08, 2004 2:32 PM
To: PEASE@cder.fda.gov

Cc: statena@cder.fda.gov

Subject: RE: Additional Taxotere questions
Dear Dottie,

Please forward the following response to the Reviewer.

Question 1. Patient 11803 had 2 cycles of TAC and withdrew due to G3 skin (according to the Listing of treatment
discontinuation due to AE). I can not find this information in the CRF. Please direct me where can I find the
information in the CRF and specify the type of skin event.

Response: For patient 11803, the CRF entries in the AE module appear on CRF page C6, cycle 2. as follows: AF= Skin;
grade= 3; serious= no; stop date=ongoing; action taken—1 (i.e. discontinued); relation to study drug=3 {i.e. probable).
This information is displayed in Stat Table 1.04a as well as in listings 1.14 (AEs) and L25 (reason for discontinuation from
study treatment).

There is no verbatim description of the AE provided by the investigator other than the NCI-CTC term "Skin". Referring to
NCI-CTC version 1.0 definitions (as provided in the study CRF completion guidelines as well as in the study protocol in
Appendix 3), Grade 3 for the term "Skin" means "generalized, symptomatic macular, papular, or vesicular eruption”.

Question 2. Please explain the focation in the electronic submission for the “listing of patients with non protocol
therapy reasons for treatment discontinuation". Your response to a previous FDA information request did not include
AEs that cause treatment disconfinuation for patients: 22502, 21202, 21731,20803, 21312,25501, 23904, 13705, 17608,
27601, 28402, 17423, 30301 and 40401.

Response: The tisting, “Listing of paticnts with non protocol therapy - reasons for treatment discontinuation” was created ad
hoc to answer the Reviewer's question of June 22. 2004 (see response to Reviewer submitted via e-mail on June 23, 2004).
This listing does not appewr per se in the electronic submission of the SNDA {March 17, 2004), but data used to produce this
listing was extracted from Statistical Table 3.12 and listing 125 (reason for discontinuation from study treatment), which are
included in the electronic submission.

Of the 14 patients listed in the question, 13 did not discontinue due to AEs. 22 502, 25501, 27601 (ali FAC) and 23904
(TAC) completed the maximum of 6 cycles as per protocol (see L.25), and their discontinuation was not caused by any AEs.
21202, 20803, 21312, 13705, 17423 (all FAC) discontinued due to "consent withdrawn", all of theni because they refused the
assigned treatment and wanted to receive the experimental arm (see L25, Stat Table 1.04¢c). Again, their discontinuation was
not caused by any AEs. 17608 (TAC) received 2 cycles of treatment and then discontinued due to "consent withdrawn"; the
reason cited was "does not want anymore Taxotere". AEs present at the last cycle (— cycle 2) are listed in Stat Table 1.04¢
and in listing [.14. None ot them caused treatment discontinuation for this patient. The foliowing subjects discontinued due
to "OTHER" (their discontinuation was not caused by any AEs): 21731 (TAC- not treated), reason = "pt ineligible due to
low neutrophil count prior to first infusion”: 28402 (FAC 4 cycles), reason = "Doctor wished to treat with Taxol"; AEs
present at last cycle (= cvcle 4) are listed in L14: 30301 (FAC- not treated), reason - "misunderstanding of post admission
excusion criteria".

Patient 40401 (TAC) did discontinue after 3 cycles due to a grade 1 fever in absence of infection (see 1.14. 125, Stat Table
1.04a). This patient is listed in the "listing of patients with non protocol therapy - reasons for treatment discontinuation” that
was attached to the Sponsor’s response e-mail of June 23, 2004

Please let me know if there arc any turther queslions.

Thanks and best regards,
-Mike

Michael Rozycki, Ph.D.
Director, Oncology Regulatory Affairs
Global Regulatory Liaison. TAXOTERE

7/8/2004
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Pease, Dorothy W
N

From: Pease, Dorothy W
“ent: Friday, July 09, 2004 7:29 AM

ﬁ: Cortazar, Patricia
Ce: Staten, Ann M
Subject: FW: Request re: Taxotere for Adj. Breast CA

mmsinfo.bd

(445 B}

From: Michael.Rozycki@aventis.com [mailto:Michael.Rozycki@aventis.com]
Sent: Thursday, July 08, 2004 4:20 PM

To: PEASE@cder.fda.gov

Cc: STATENA@cder.fda.gov

Subject: FW: Request re: Taxotere for Adj. Breast CA

Dear Dottie,

My deepest apologies but | need to correct this response again. The corrected response to the first question should read
as follows:

Question 1. Please explain if patients # 12212, 20613, 21204 and 25501 had biopsy confirmation of metastatic
disease at baseline,

asponse: For each of these 4 patients (12212, 20613, 21204, and 25501), metastatic disease at baseline

was determined only by imaging: there was nc confirmation by biopsy. In each case. the original TNM status entry in the
CRF was M0.

* Intwo of these cases (20613 and 25501), the original CRF entries for imaging at baseline were consistent with such
an MO0 status. However, the actual findings were unconfirmed. As the subjects progressed into treatment, further
imaging demonstrated that these initial suspicious but unconfirmed-for-tumor images were in fact truly indicative of
metastatic spots at baseline. More specifically, subject 20613 had a bone scan at baseline with suspicious spots,
which at cycle 3 of study treatment was confirmed to be evidence of metastasis. Subject 25501 had a baseline bone
scan and hone X-ray that were both suspicicus, but inconclusive. At cycle 3, repeat imaging proved these images to
be indicative of metastasis. By IRF, in both cases, the TNM status at baseline was then changed to M1.

¢ For the other two cases (12212 and 21204), the original CRF entries for imaging at baseline were inconsistent with
such an MO status. 12212 had baseline liver involvement evidence based on US, suspicious at the time of
randomization but then later confirmed at cycle 6 by repeat exam to be indicative of liver tumar spot. The criginal CRF
entry was made at the time when such a conclusion was reached, thus indicated liver lesion =yes even though the
same CRF said MO. MO was later changed to M1 by IRF. A similar situation occurred for subject 21204, who at
baseline had a suspicious ipsilateral supraclavicular node, which was confirmed via cycle 2 imaging.

Again, my apologies for this confusion.

Best regards,
-Mike
Michael Rozycki, Ph.D.
Birector, Oncology Regulatory Affairs
Global Regulatory Liaison, TAXOTERE
Aventis Pharmaceuticals. Inc
Mail Code BX2-209G

g Croséing Boulevard

dgewater, N.J 08807
r'hone: 908-304-6412
Fax: 908-304-6549



Pease, Dorothy W

From: Cortazar, Patricia

“ent: Thursday, July 08, 2004 3:21 PM
b: Pease, Dorothy W

Subject: Taxotere NDA information request

Dotti:

Please forward the following.

Please describe the following data from Table 27 "Major Protocol Deviations During Follow-up'':

Patient ID, hormonal therapy received and reason for deviation from protocol.

Patient ID, type of surgery and reason

Patient ID, radiation therapy and reason

Please confirm other therapies were ovarian ablation and reason for protocol deviation.
Reason ER PR positive patients did not received hormonal therapy.

Thank you

Patricia Cortazar, MD

Medical Officer

Division of Oncology Drug Products

FDA

PRV i il m\f
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Request re: Taxotere for Adj. Breast CA Page 1 of 3

Pease, Dorothy W

From: Michael. Rozycki@aventis.com

Sent:  Thursday, July 08, 2004 3:17 PM

To: PEASE@ecder.fda.gov

Cc: STATENA@ cder fda.gov

Subject: FW: Request re: Taxotere for Adj. Breast CA
Dear Dottie,

My previous reply contained a small but significant error. The first bullet of the response to question | should read: "In two
of these cases (20613 and 25501), the original CRF entries for imaging at baseline were inconsistent with such an
MO status "

The entire corrected response should read:

Question 1. Please explain if patients # 12212, 20613, 21204 and 25501 had biopsy confirmation of
metastatic disease at baseline.

Response: For each of these 4 patients (12212, 20613, 21204, and 25501), metastatic disease at baseline
was determined only by imaging; there was no confirmation by biopsy. In each case, the original TNM status
entry in the CRF was MQ.

¢ Intwo of these cases (20613 and 25501), the original CRF entries for rmaging at baseline
were inconsistent with such an MO status. However, the actual findings were unconfirmed. As the subjects
progressed into treatment, further imaging demonstrated that these initial suspicious but unconfirmed-for-
tumor images were in fact truly indicative of metastatic spots at baseline. More specifically, subject 20613
had a bone scan at baseline with suspicious spots, which at cycle 3 of study treatment was confirmed to
be evidence of metastasis. Subject 25501 had a baseline bone scan and bone X-ray that were both
suspicious, but inconclusive. At cycle 3, repeat imaging proved these images to be indicative of
metastasis. By IRF, in both cases, the TNM status at baseline was then changed to M1.

¢ Forthe other two cases (12212 and 21204), the original CRF entries for imaging at baseline were
consistent with such an M0 status. 12212 had baseline liver involvement evidence based on Us,
suspicious at the time of randomization but then later confirmed at cycle 6 by repeat exam to be indicative
of liver tumor spot. The original CRF entry was made at the time when such a conclusion was reached,
thus indicated liver lesion =yes, even though the same CRF said MO. MO was later changed to M1 by IRF.
A similar situation occurred for subject 21204, who at baseline had a suspicious ipsilateral supraclavicular
node, which was confirmed via cycle 2 imaging.

My apologies for any confusion.

Best regards,
-Mike

Michaet Rozycki, Ph.D.
Director. Oncology Regulatory Affairs
Global Regulatory Liaison. TAXOTERE
Aventis Pharmaceuticals, Inc.

Mail Code BX2-200G

260 Crossing Boulevard

Bridgewater, NJ 08807

Phone: 908-304-6412

Fax 868-304 6549

----- Criginal Message-----

From: Rozycki, Michael PH/US

Sent: Thursday, July 08, 2004 2:50 PM
To: 'PEASE@cder.fda.gov'

Cc: 'STATENA@cder.fda.gov'

/972004



Request re: Taxotere for Adj. Breast CA Page 2 of 3

Subject: RE: Request re: Taxotere for Adj. Breast CA

Dear Dottie,
Please forward the following response to the reviewer.

Question 1. Please explain if patients # 12212, 20613, 21204 and 25501 had biopsy confirmation of
metastatic disease at baseline.

Response: For each of these 4 patients (12212, 20613, 21204, and 25501), metastatic disease at
baseline was determined only by imaging; there was no confirmation by biopsy. In each case, the original
TNM status entry in the CRF was M0.

» In two of these cases (20613 and 25501), the original CRF entries for imaging at baseline
were consistent with such an MO status, However, the actual findings were unconfirmed. As the
subjects progressed into treatment, further imaging demonstrated that these initial suspicious but
unconfirmed-for-tumor images were in fact truly indicative of metastatic spots at baseline. More
specifically, subject 20613 had a bone scan at baseline with suspicious spots, which at cycle 3 of
study treatment was confirmed to be evidence of metastasis. Subject 25501 had a baseline bone
scan and bone X-ray that were both suspicious, but inconclusive. At cycle 3, repeat imaging proved
these images to be indicative of metastasis. By IRF, in both cases, the TNM status at baseline was
then changed to M1.

» For the other two cases (12212 and 21204), the original CRF entries for imaging at baseline were
consistent with such an MO status. 12212 had baseline liver involvement evidence based on US,
suspicious at the time of randomization but then later confirmed at cycle 6 by repeat exam to be
indicative of liver tumor spot. The original CRF entry was made at the time when such a conclusion
was reached, thus indicated liver lesion =yes, even though the same CRF said M0O. MO was later
changed to M1 by IRF. A similar situation occurred for subject 21204, who at baseline had a
suspicious ipsilateral supraclavicuiar node, which was confirmed via cycle 2 imaging.

Question 2. Please explain which regional lymph nodes were found metastatic and method of
diagnosis for patients # 24507, 18302 and 26807.

Response:

For all subjects entered in the study, pathological node status as determined on the basis of pathological
review of resected lymph nodes was required and eligibility for the study was defined as pN status = pN1
[mobile ipsilateral axillary node(s)].

Upon review and monitoring of source data, all three index subjects (24507, 18302 and 26807) were
confirmed pN2 [ipsilatera! lymph node(s) fixed to one another or adjacent structure.

In two cases (24507 and 18302) such a pN stage was mentioned at time of randomization request, but this
information was mis-analyzed. the subject deemed eligible and thus randomized. In the third case, (26807),
{26807), the originat entry indicated pN1, which was later changed by investigator to pN2 as a resuit of the
sponsor review on-site of source documents against the CRF.

No information is available in the database and CRF beyond pN2 regarding the exact anatomical location
of those ipsilateral fixed axillary nodes.

Please let me know if there are any further questions.

Thanks and best regards,
-Mike

Michaei Rozycki, Ph.D.
Director, Oncology Regulatory Affairs
Glaobal Regulatory Liaison, TAXOTERE
Aventis Pharmaceuticals, inc

/972004




Pease, Dorothy W

From: Cortazar, Patricia

“ent: Thursday, July 08, 2004 11:36 AM
J: Pease, Dorothy W

ue: Dagher, Ramzi; Cortazar, Patricia

Subject: Taxotere NDA question te sponsor

Dotti:

Please submit the following information request to the sponsor:

¢ Please send complete information on the number of cycles received of non-allowed chemotherapy and
reasons for receiving non protocol therapy for patients in the attached table:

)

Non- allowed
erapy.doc (64 K

Thank you,

Patricia Cortazar, MD

Medical Officer

Bivision of Oncology Drug Products
DA

[T i

ARSI Y
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Patient TAC Arm 745 (100%) FAC Arm746 (100%)
ID TAC Other therapy received/ reason FAC Other therapy received/ reason
12502 1 FAC/ AE: G3 vomiting, skin
22502 & FEC/Thiotepa
11207 | AC/ AE:G3 stomatitis, abdominal pain,
anorexia
21202 FAC plus Taxotere
21716 2 FAC/ AE: G2 diarrhea, nausea
21728 1 FAC/ AE: G3 allergy
21731 FAC
21733 3 FAC/ AE: G3 allergy
11803 2 AC/ AE: G3 skin
12103 2 FAC/ AE: diarthea
12109 4 FAC/ AE increased creatinine
12308 4 FAC/ AE: fever with no infection
12314 3 FAC/ AE: fever with no infection
12317 4 FAC/ AE: generalized edema
22312 2 FAC/ AE: G3 allergy
22702 2 FAC/ AE: G2 allergy o T
12002 1 AC/ AE; abdominal pain, stomatitis, nausea
22004 3 AC/ AE: G3 pulmonary
20803 0 AC followed by Taxol
21312 TAC
12211 5 FAC/ AE: fever with no infection, cardiac
arhythmia
12214 3 TFA e
25501 S 6 Taxotere/Pamidronate
| 15002 I AC/ AE: enteritis
15006 i AC/ AB: G4 allergy
25010 4 F:pirubi;:inf(.')'clophnsphalmdc/ AE: fever o
with no infection
163 3 Metotrexate/SFU/Cenoxal
13418 [ FAC/ AE: G2 allergy
26802 5 AC/ AE: G2 neurosensory i
23904 1 6 SFU/Carboplatin/Vblastin - ]
137035 0 TAC
32311 2 FAC: AL: G3 allergy
17608 2 AC
27601 6 HDCT
27602 5 Thiotepa/Mitoxantrone/aminofl AL: fever ]
with no infection
17902 2 FAC/ AE: G3 allergy
- 28402 o 4 Taxod
17206 2 FAC/ AE: cardiac ischemia ]
29701 3 AC/ AE: fever with no infection T
17421 o 0 AC/Taxol
18001 2 CMF/ AE: G3 infection
19201 1 AC/ AE: G3 allergy )
30301 o 0 AC ]
42001 L 0 TAC
L 40401 3 ACY AE fever with no infection




Pease, Dorothx w | ‘ -

From: Pease, Dorothy W

Sent: Thursday, July 08, 2004 11:26 AM

lo: ‘Michael Rozycki@aventis.com' oo
Ce: Staten, Ann M q-
Subject: Taxotere 20-449/S030 N

Please refer to your supplemental new drug application NDA 20-449 S-030, dated 5-Apr-04. This application.
provides for manufacturing and site changes for the manufacture for the drug substance docetaxel. Additionally,
changes in test procedures/specifications are proposed for some reagents. However, we are unable to find any
description and discussion on the intended reagent changes in Sections 1 (Introduction) and 2 (Results obtained

with proposed Changes and Justification). Please indicate the proposed changes involve only the reagents
related to the — changes.

Dotti Pease

Chief, Project Management Staff’

Division of Oncology Drug Products, HFD-150
301-594-5742/301-594-0498 (fax)



Pease, Dorothy W

From: Dagher, Rar;\zi
Yent: Wednesday, July 07, 2004 3:07 PM
o: 'michael.rozycki@aventis.com’
Cc: Pease, Dorothy W; Staten, Ann M
Subject: taxotere approval summary for prostate cancer
ad:
CCRprostate.d
oc (151 KB)
Dear Mike,

It you coutd have any comments or suggestions to us by close of business Monday, that would be great.

Best Regards,

Ramzi Dagher,
DODP




Additional Taxotere questions Page 2 of 2

Aventis Pharmaceuticals, Inc.
Mall Code BX2-209G

200 Crossing Boudevard
Bridgewater, NJ 08807
Phone: 908-304-6412

Fax: 908-304-6549

--—Qriginal Message-----

From: Pease, Dorothy W [mailto:PEASE@cder.fda.gov]
Sent: Tuesday, july 06, 2004 4:27 PM

To: Rozycki, Michael PH/US

Subject: Additional Taxotere questions

« Patient 11803 had 2 cycles of TAC and withdrew due to G3 skin (according to the Listing
of treatment discontinuation due to AE). I can not find this information in the CRF. Please
direct me where can 1 find the information in the CRF and specify the type of skin event,

« Please explain the location in the electronic submission for the "listing of patients with non
protocol therapy reasons for treatment discontinuation”. Your response to a previous FDA
information request did not include AEs that cause treatment discontinuation for patients:

22502,21202, 21731,20803, 21312,25501, 23904, 1370517608, 27601, 28402, 17423,
30301 and 40401. ‘

Dottt Pease

Chief, Project Management Staff’

Division of Oncology Drug Products, HFD-150
301-594-5742/301-594-0498 (fax)

7/8/2004
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Pease, Dorothy W (v DFS
From: Pease, Dorothy W Q_gw-)\
Jent: Tuesday, July 06, 2004 4:27 PM

Jo: ‘Michael. Rozycki@aventis.com'

Subject: Additional Taxotere questions

e Patient 11803 had 2 cycles of TAC and withdrew due to G3 skin (according to the Listing of treatment
discontinuation due to AE). I can not find this information in the CRF. Please direct me where can 1 find
the information in the CRF and specify the type of skin event.

¢ Please explain the location in the electronic submission for the "listing of patients with non protocol therapy
reasons for treatment discontinuation”. Your response to a previous FDA information request did not
include AEs that cause treatment discontinuation for patients: 22502,21202, 21731,20803, 21312,25501,
23904, 1370517608, 27601, 28402, 17423, 30301 and 40401.

Dotti Pease

Chief, Project Management Staff

Division of Oncology Drug Products, HFD-150
301-594-5742/301-594-0498 (fax)



Request re: Taxotere for Adj. Breast CA Page 3 of 3

Mail Code BX2-209G

200 Crossing Boulevard o _ _

Bridgewater, NJ 08847
Phone: 908-304-6412
Fax: 908-304-6549

7/9/2004

-—---Qriginal Message-----

From: Pease, Dorothy W [mailto:PEASE@cder.fda.gov]
Sent: Tuesday, July 06, 2004 7:45 AM

To: Rozycki, Michael PH/US

Cc: Staten, Ann M

Subject: Request re: Taxotere for Adj. Breast CA

Request from our medical reviewer:
For the patients found with metastatic disease at baseline:

o Please explain if patients # 12212, 20613, 21204 and 25501 had biopsy confirmation
of metastatic disease at baseline.

o Please explain which regional lymph nodes were found metastatic and method of
diagnosis for patients # 24507, 18302 and 26307.

Dotti Pease

Chief, Project Management Staff

Division of Oncology Drug Products, HFD-150
301-594-5742/301-594-0498 (fax)




Request re: Taxotere for Adj. Breast CA

Pease, Dorothy W

Page 1 of 1

From: Michael.Rozycki@aventis.com

Sent:  Tuesday, July 06, 2004 9:37 AM

To: PEASE@cder.fda.gov

Cc: STATENA@cder.fda.gov

Subject: RE: Request re; Taxotere for Adj. Breast CA

Thanks, Dotti. 1 will discuss with our Taxotere team and provide you with an answer ASAP.

Best regards,
-Mike

Michael Rozycki, Ph.D.
Director, Oncology Regulatory Affairs
Global Regulatory Liaison, TAXOTERE
Aventis Pharmaceuticals, Inc.

Mail Code BX2-209G

200 Crossing Boulevard

Bridgewater, NJ 08807

Phone: 908-304-6412

Fax: 908-304-6549

----- Original Message-—---

From: Pease, Dorothy W [mailto:PEASE@cder.fda.gov]
Sent: Tuesday, July 06, 2004 7:45 AM

To: Rozycki, Michael PH/US

Cc: Staten, Ann M

Subject: Request re: Taxotere for Adj. Breast CA

Request from our medical reviewer:

For the patients found with metastatic discase at baseline:

¢ Please explain if patients # 12212, 20613, 21204 and 25501 had biopsy confirmation of

metastatic discase at baseline.

« Please explain which regional lymph nodes were found metastatic and method of diagnosis

for patients # 24507, 18302 and 26807.

Dotti Pease

Chief, Project Management Staff

Division of Oncology Drug Products, ITFD-150
301-594-5742/301-594-0498 (fax)

7/6/2004




Pease, Dorothy W r M
From: Pease, Dorothy W

Sent: Tuesday, July 06, 2004 7:45 AM

To: 'Michael.Rozycki@aventis.com’

Cc: Staten, Ann M

Subject: Request re; Taxotere for Adj. Breast CA

Request from our medical reviewer:

For the patients found with metastatic disease at baseline:

+ Please explain if patients # 12212, 20613, 21204 and 25501 had biopsy confirmation of metastatic disease
at baseline.

e Please explain which regional lymph nodes were found metastatic and method of diagnosis for patients #
24507, 18302 and 26807,

Dottt Pease

Chief, Project Management Staff

Division of Oncology Drug Products, HFD-150
301-594-5742/301-594-0498 (fax)



Pease, Dorothy W

From: Cortazar, Patricia

?ent: Thursday, July 01, 2004 5:14 PM

Jo: Pease, Dorothy W

Subject: Info request to sponsar of NDA 20449 (taxotere adjuvant breast)
Dotti:

Please send the following information request to Aventis.

Thanks

For the patients found with metastatic disease at baseline:

¢ Please explain if patients # 12212, 20613, 21204 and 25501 had biopsy confirmation of metastatic disease at
baseline.

» Please explain which regional lymph nodes were found metastatic and method of diagnosis for patients #
24507, 18302 and 26807.

Patricia Cortazar, MD

Medical Officer

Division of Oncology Drug Products
FDA



StaLeﬁ, Ann M

From: Staten, Ann M
“at: Thursday, June 17, 2004 12:43 PM
: ‘Michael.Rozycki@aventis.com'
abject: Taxotere information request s-029
Hi Mike,

Here is another request from the medical officer.

Thanks,
Ann

Please complete the following information:

¢ Patient # 30806 past history of neoplasm other than breast carcinoma from Table #15. Could not find
the data from listings 1.O8A or 1.08B.

e Patient # 10703 had negative margins according to listing L04. Please explain discrepancy between
Table 14 and 1.04.

* Patients#s: 11302, 12608, 26604, 13612, 17404 and 26608 had positive margins. Please confirm if these
patients had additional surgery and or radiotherapy.

¢ Sites of distant metastases at diagnoses for patients# 12212 (from L04 page 456), 27302, 20613, 21204,
25501.




j

Staten, Ann M
From: Staten, Ann M N ) o
"t Wednesday, June 16, 2004 1:20 PM
‘Michael . Rozycki@aventis.com'’
sbject: Taxotere NDA information request
importance: High
Dear Mike,

We have the following additional information request to be submitted:

Table 2 Distribution of patients randomized by treatment and length of follow-up.

Length of Follow-up | FAC Arm | All Patients
{(months)TAC Arm

<12

12-t0 <18
18- to <24
24- to <30
30 to <36
36 to <42
42 to <48
48 to <54
54 to <60
> 60

Thanks
Ann




Staten, Ann M

From: Staten, Ann M R
Tt Tuesday, June 15, 2004 4:01 PM
, 'Michael.Rozycki@aventis.com’
abject: NDA 20-449/5-029 Taxotere question
Dear Michael,

We have the following information request:

Please explain the discrepancy between the number of patients per STUDY SITE/COUNTRY (Argentina, Canada, Egypt,
Hungary, South Africa, Sweden, UK and USA) from "Randomized patients by Country”, page 818 and "List of principal
investigators”, page 1295 of the Clinical Study Report.

Sincerely,
Ann
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June 3, 2004

Food and Drug Administration

Attention: Richard Pazdur, M.ID.

Director, Division of Oncology Drug Products (HFD-150)
Center for Drug Evaluation and Research

Food and Drug Administration

Woodmont 2 Document Room

1451 Rackville Pike

Rockville, Maryland 20852

Amendment to Pending Sapplemental NDA

Pharmacokinetics Data for (Final Report, Study XRP69761071001

) B Dear Dr. Pazdur:

AR 2004

table on the following page.

Telephone (908) 304-7000
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Supplemental NDA 20-449/5-029: TAXOTERE® (docetaxel) Injection Concentrate

With this letter, Aventis Pharmaceuticals Inc. (Aventis) ts submitting pharmacokinetics data in SAS
] format for the final report for Study XRP6976D/1001, a phammacokinetic interaction study of
;‘ TAXOTERE® in combination with doxorubicin and cyclophosphamide, as an amendment to the
1 B pending supplemental New Drug Application (sNDA) 20-449/5-029. The sNIJA was submitled (o
the FDA on March 17, 2004, and the report for Study XRPOY761/ 001 was submitted on May 20,

: o In accordance with the FDA's January 1999 “Guidance for Industry — Providing Regulatory
o Submissions in Electronic Formar - NDA,” this submission consists of an original cover letter and
Forn FDA 3561, and one (1) CD-ROM containing the entire submission contents, as described in the

The approximate size of this electronic subrmission is 1.4 MB. The CD-ROM has been scanned and
found (o be free of any known computer viruses (Nerton Antivirus Corporate Edition, Program
Verston 750846, Scan Vngine 4.1.0.6: Virus Definition File version 60602q. dated 6/2/2004).

Aventis Pharmaceuticals Inc. - 200 Crossing Boulevard « PO Box 6390 « Brnidgewater, NI OREGT-0890 « www avenus con
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May 26, 2004
RECEIVED
M .
Food and Drug Administration Q@ AY 2 7 2004
Attention: Richard Pazdur, M.D. (o DD R
Director, Division of Oncology Drug Products (HEFD-150) \"‘ L ‘750/ CDEH
Center for Drug Evaluation and Research QQ o
Food and Drug Administration ‘90 a,
Woodmont 2 Document Room 'y \,(’
1451 Rockvilie Pike & [_3,5

Rockvilie, Maryland 20852

Supplemental NDA 20-449/5-029: TAXOTERE® (docetaxel) Injection Concentrate

Amendment to Pending Supplemental NDA

Final Report for Pharmacokinetics Study XRPO976D/100]

Dear Dr. Pazdur:

With this letter, Aventis Pharmaceuticals Inc. (Aventis) is submitting a Final Report for Study
XRP69TO1V/1001, a pharmacokinetic interaction study of TAXOTERE® in combination with
doxorubicin and cyclophosphamide, as an amendment to the pending supplemental New Drug
Application (sNDA) 20 449/8-029. This sNDA was submitied 0 the FDA on March 17, 2004 and
contained clinical efficacy and safety data to support approval for TAXOTERE in combination with
doxorubicin and cyciophosphamide for the adjuvant treatment of patients with operable, node-
positive breast cancer.

Refercuce is niade to the subject sSNDA, and 1o an August 22, 2003 submission by Aveatis to IND
35,555 (Serial No. 1115), in which Avenlis proposed to subuut the final report for study
XRPEI7OD/1001 after the initial submission of the sNDA, but before the end of May 2004, On
August 26, 2003, the FDA replied that it was in agreement with this timeframe.

Study XRPGITOD/ 1001 was a multicenter. open-abel. cross-over, randomized phacmacokinetic study
of doxorubicin in combination with cyclophasphamide, with or withour TAXOTERE (TAC versus
AC treatments). in the treatment of advanced breast cancer paticnts. The results of this study showed
that the pharmacokinetics of doxorubicin and cylophosphamide were unchanged across the AC and
TAC treatments, and that TAXOTERE phavmacokinetics in the presence of cyclophosphamide and
doxorubicin were unchanged compared to monotherapy. Overall, no phatnacokinetic interaction was
evidenced.

_4_4



MEMORANDUM OF TELEPHONE CONVERSATION
DIVISION OF ONCOLOGY DRUG PRODUCTS

DATE: August 16, 2004 (2:00pm-2:30pm)
SUBJECT: NDA 20-449/5-029 Taxotere (docetaxel)
Discussion:

Dr. Mortimer was consulted regarding the supplemental application for Taxotere in combination
with doxorubicin and cyclophosphamide for the adjuvant treatment of patients with operable
node-positive breast cancer. Dr. Mortimer concurred with the Division’s decision to approve
this application.

Ann Staten, RDD Patricia Cortazar, MD
Regulatory Health Project Manager Medical Reviewer

Attachment: FDA review summary (handout)



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Ann Staten
8/17/04 12:44:33 PM
CS0




- MEMORANDUM OF TELEPHONE CONVERSATION
DIVISION OF ONCOLOGY DRUG PRODUCTS

DATE: August 13, 2004 (3:30pm-4:00pm)
SUBJECT: NDA 20-449/5-029 Taxotere (docetaxel)
Discussion:

Dr. Martino was consulted regarding the supplemental application for Taxotere in combination
with doxorubicin and cyclophasphamide for the adjuvant treatiment of patients with operable
node-positive breast cancer. Dr. Martino concurred with the Division’s decision to approve this

application.
Ann Staten, RD Patricta Cortazar, MD
Regulatory Health Project Manager Medical Reviewer

Attachment: FDA review summary (handout)




This is a representation of an electronic record that was
this page is the manifestation of the electronic signature

signed electronically and

Ann Staten
8/17/04 12:38:27 PM
CSO
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MEMORANDUM OF TELEPHONE CONVERSATION
DIVISION OF ONCOLOGY DRUG PRODUCTS

DATE.: August 12, 2004 (11:30am-12:00pm)
SUBJECT: NDA 20-449/5-029 Taxotere {docetaxel)
Discussion:

Natalie Compagni Portis was consulted regarding the supplemental application for Taxotere in
combination with doxorubicin and cyclophosphamide for the adjuvant treatment of patients with
operable node-positive breast cancer. Ms. Portis concurred with the Division’s decision to
approve this application.

Ann Staten, RD Patricia Cortazar, MD
Regulatory Health Project Manager Medical Reviewer

Attachment: FDA review summary (handout)




This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Ann Staten

8/17/04 12:49:55 PM
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INTERNAL MEETING MINUTES

MEETING DATE: August 19, 2003

IND/NDA  IND 35,555 Meeting Request Submission Date: July 2, 2003 (NBO1)

FDA Response Date: July 8, 2003

Briefing Document Submission Date: July 29, 2003 (NB07)

August 22, 2003 (NB13)
DRUG: Taxotere (docetaxel)
SPONSOR/APPLICANT: Aventis
TYPE of MEETING:
I Pre-sNDA
2. Indication: Taxotere in combination with doxorubicin and cyclophosphamide, is

indicated for the adjuvant treatment of patients with operable breast cancer

FDA PARTICIPANTS:

Richard Pazdur, MD, Director, Division of Oncology Drug Products
Ramzi Dagher, M.D., Medical Team Leader

Patricia Cortazar, MDD, Medical Reviewer

Kevin Ridenhour, MD), Medical Reviewer

Peiling yang, PhD), Statistician

Gary Gensinger, Office of Information Management

Sophia Abraham, Ph.D., Clinical Pharmacology Reviewer

Ann Staten, RD, Project Manager

tarid Berhammou for Justina Molzon, CTD consultant

MEETING OBJECTIVES:

To discuss the format and content of the sSNDA electronic submission in [CH-CTD format and

general regulatory considerations.

BACKGROUND: Following the internal pre-meeting on 8-19-03, FDA’s response was sent
to the sponsor via E-mail on 8-21-03 (attached). The sponsor requested clarification from the
Clinical Pharmacology reviewer (serial number B15) and after receving our 8-26-03 response

(attached), Aventis cancelled the meeting since further clarification was not needed.
ACTION ITEMS:

There were no uaresolved issues or discussion points.




IND 35,555

Page 2

/ Concurrence Chair: /
Ann Staten Date Patricia Cortazar, M.D.
Project Manager Medical Reviewer

Minutes preparer

Attachments: FDA e-mails dated 8-21-03 and 8-26-03

Date
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Staten, Ann M

From: Staten, Ann M
Sent: Thursday, August 21, 2003 9:22 AM
To: " Michael. Rozycki (Michael.Rozycki@aventis.com)

Subject: IND 35,555 Responses to Adj Breast meeting package
Importance: High

Please refer to you submissions dated July 2 and 29, 2003 requesting a pre-sNDA meeting.

Attached are the FDA answers to your questions. You have the option of canceling our meeting of August 27,
2003 if these answers are clear to you, If you choose to have the meeting, we will be prepared to clarify any
questions you have regarding our responses. However, please note that if there are any major changes to your
development plan (based upon our responses herein), we will not be prepared to discuss, nor reach agreement
on, such changes at the meeting. Any modifications to the development plan, for which you would like FDA

feedback, should be submitted as a new meeting request. Please let me know as soon as possible if you are
canceling the meeting.

Sincerely,

Ann

8/21/2003




General Application Content and Format

1. This application will be prepared in the Common Technical Document (CTD) format.

The Table of Contents of the application, in CTD format, is attached as Appendix A in
this briefing document for the meeting.

Does the Agency agree that the overall format for the Planned application should
aflow for efficient review?

FDA Response: Yes.

Aventis does not plan to submit any separate document equivalent to the former Item 10
(Statistical) of the NDA. All the statistical information will be included in the
individual study reports in Module 5.

Does the FDA concur with this approach?

FDA Response: Yes

For studies TAX316 and GEICAM 9805, case report forms will be provided for deaths
(all deaths related to study treatment, or deaths that occurred during the treatiment phase
or within 30 days after the last infusion of study treatment) and for each patient who
discontinued due to an adverse event.

Does the FDA concur with this approach?

FDA Response: No. Please submit narratives, CRF and CRT from all deaths for
our review. CRF and CRT from patients who died from disease progression are
important to confirm the primary endpoint. CRT and CRF should also be
provided for all patients who died of any cause during the study or within 30 days
after the last dose of study drug.

it 1s anticipated that the key information for an assessment of safety in the adjuvant
treatment setting for breast cancer will be generated out of study TAX316; interim data
will be provided from study GEICAM 9805. However, to comply with the CTD
requirement for inclusion of the Periodic Safety Update Report (PSUR), Aventis
proposes the following approach:

» PSURs that were already submitted via inclusion within the approved NDA
supplement S-018 (first-line, non-small cell lung carcinoma) will be referenced to
the previous submission.

¢ Additional PSURs issued subsequent to the submission of supplement S-018 will be
included within the planned electronic sNDA for adjuvant treatment of breast
cancer,

Does the FDA agree with this approach to compliance with the requirement for
including PSURs?



FDA Response: Yes.

Due to the fact that early breast cancer does not occur in pediatric patients, it is
proposed that the requirement for inclusion of pediatric data be waived in conjunction
with the submission of the subject planned supplementary application.

Given the status of the pediatric rule, should Aventis plan to include a waiver request
within the planned application? If so, does the FDA agree with this waiver request?

FDA Response: FDA is currently enjoined from enforcing the Pediatric Rule.
Therefore, a waiver request is not applicable at this time.

Electronic Submission

6. Aventis intends to submit the TAXOTERE sNDA as an electronic NDA (e-NDA) in

accordance with the January 1999 Guidance for Industry, “Providing Regulatory
Submissions in Electronic Format — NDA” and the August 2001 Guidance for Industry,
“Submitting Marketing Applications According to ICH-CTD Formar — General
Considerations”.  Each modular component of the CTD will be mapped to a
corresponding e-NDA folder. As an example, a proposed Table of Contents for CTD
Module 5 is included after the overall CTD Table of Contents in Appendix A. In the
Table of Contents for Module S, the column on the left shows the CTD module 5
structure, while the column on the right shows the file name and file path of each
component document within the e-NDA folder structure.

Daes the FDA have any specific recommendations or requests for the electronic
submission that could ease the review?

FDA Response: The proposed submission of electronic data is apparently
adequate. Raw data should be submitted in SAS transport format. Submission of
all primary datasets in a usable format is a critical element of the electronic
submission. It will be helpful if we can take a look at a sample of the datasets,
before the NDA submission.

. Case report fonns (CRFs) will be submitted electronically as bookmarked PDF files;

data correction forms (DCF) will be provided at the front of each CRF. The DCFs will
be bookmarked, however, there will be no hyperlink from the DCF to the corresponding
page of the CRF.

Docs the FDA concur with this approach?

FDA Response: Yes. We prefer to have hyperlinks, however, they are not
required.

SAS data sets for TAX316 and GEICAM 9805 will be provided at the time of the
subnission in a SAS transport fife format (. XPT) as defined by logical panels. e.g.,
efficacy (TAX316 only), adverse events, laboratory tests, etc. These data sets will

2



10.

include original CRF data as well as derived data. An example of the define pdf
document is attached in Appendix F. (it is expected that 4 files will have a size greater
than 50 MB: Adverse Events (65 MB), Laboratory Data (95 MB), Prior and
Concomitant Medications (100 MB), and Other Procedures (55MB)).

8a. Included in Appendix G is a user dataset documentation example. Does the FDA
agree that this format will meet the reviewer’s needs?

FDA Response: Please provide electronic SAS formats that you created for efficacy
variables (i.e., Format Library). Please submit a sample of the efficacy raw and
derived datasets before the NDA submission.

8b. Aventis plans to provide the analysis programs Jor the analysis of Disease-Free
Survival (DFS} and Overall Survival (0S) in a Jormat that will allow execurion of the
programs using a SAS PC version 8.2. Does the FDA agree with this plan?

FDA Response: Yes

8c. Do FDA personnel agree that further dialogue on dataset presentation, programs,
and CRFs that would be expressly designed to ensure mutual understanding of the
optimal format to ease application review, should take place in short-term Sfollow-up
to the pre-sNDA meeting?

FDA Response: Yes

Referring to the FDA Guidance for Industry, “Providing Regulatory Submissions in
Electronic Format — NDA™ (January 1999) {Page 50], Aventis does not plan to include
any Patient Profiles with this submission.

Does the FDA agree with this plan?

FDA Response: Yes. However, during the review we may ask for specific analyses
that arise.

Data will be submitted electronically as SAS datasets. Therefore, it is not planned to
subtut patient listings which would present the raw data and derived data from all
patients. However, we will provide supportive patient listings for selected summary
tables (e.g., listings of deaths occurring within 30 days from last infusion). These
patient listings will be provided elcctronically in SAS data sets; it is not planned to
provide paper copies of any listings.

Does the FDA agree with this proposal?




FDA Response:

Yes. Please also include the following:

* all patients who died of any cause during the study or within 30 days after the
last dose of study drug.

* All patients who dropped out during the course of the trial in association with
any adverse experience, whether or not thought to be drug related.

Additional FDA Request:

* Please include in your submission all of the raw data in a SAS transport file
format from which the derived efficacy variables are calculated.

s Please include in your submission the electronic SAS programs that produced
(a) all derived eificacy variables from the raw data, and (b) all of the efficacy
results.

TAX316 Analysis and Safety Data Presentation

I

12.

It is planned that the analyses of adverse events will include treatment-emergent adverse
events (adverse events that developed or worsened in severity during treatment), and all
adverse events that occurred under treatment irrespective of whether they occurred
before treatment started. Aventis understands that both concepts for the evaluation of
adverse events are important. The primary and comprehensive analysis of safety will be
based on the “treatment-emergent” principle, and this analysis will comprise the basis
upon which conclusions will be drawn regarding the safety profile of TAXOTERE
within the investigational arm of the pivotal trial. However, the results of all adverse
events will be presented as well to ensure an adequate description and conclusion of the
safety profile of the investigational arm. The table in Appendix H displays the planned
analyses with regard to the principle of treatment-emergent adverse events (TEAEs) or
all adverse events (ALL AE’s).

Does the FDA agree that the proposed safety analyses will allow for an objective
assessment of TAXOTERE associated adverse events, and that these analyses will
address the needs of FDA Review Staff?

FDA Response: Yes.

It should be noted that for purposes of draft labeling submission, Aventis plans to base
labeling on treatment-emergent adverse events that are “clinically meaningful”. The
Judgment of which adverse events are “clinically meaningful” will be made by
analyzing those that occurred in patients in the TAXOTERE arm in TAX316 with
respect to frequency and severity. Specific safety domains, including rare events or
events deemed class-specific for the drugs used in the combination, will be considered.
It 15 the Sponsor’s intention to present in labeling those adverse events that facilitate
prescriber recognition of important toxicities associated with this therapeutic regimen in
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the adjuvant treatment setting for breast cancer. TAXOTERE has been marketed since
1996; thus, its general safety profile is well appreciated and is reflected in the current
label. The Sponsor’s intention to focus on clinically meaningful events in the adjuvant
treatment setting for breast cancer is also to avoid additional “long and exhaustive lists”
of adverse events that have the potential to be added to this label for this indication and
the additional planned indications. This intention is concordant with the May 2000
FDA Draft Guidance on the adverse reaction section of the labeling. Recent
announcements by FDA policy staff, in general, support this direction.

Does the FDA agree that the treatment-emergent adverse event analyses output may
be acceptable for presentation within the proposed product labeling?

FDA Response: Yes. You may make a proposal regarding what is clinically meaningful.
However, FDA will evaluate all adverse events to reach a conclusion regarding the
safety profile of docetaxel within this setting. Determination of what is clinically
meaningful 1s a review issue.

GEICAM Study 9805 Interim Safety Data

13. GEICAM 9805 is an on-going study, from which interim safety data of the same

treatment regimen used in the pivotal study, TAX316, will be submitted in order to
provide as complete information as possible on the benefit/risk profile of the TAC
treatment regimen. The Sponsor expects the submitted safety data for study GEICAM
9805 to include, but not be limited to;

» Patient demographics at baseline ~ overall statistics

* LEixisting signs and symptoms at baseline — overall statistics

« Treatment exposure and dosing - overall statistics

 Treatment discontinuations — overall statistics and patient listings

¢ All adverse events under treatment and treatment-emergent adverse events —
overall statistics:

- Overview

- Grading

- Adverse events leading to discontinuations

- Adverse events starting or worsening during follow-up
s Fever, neutropenta, infection, and other specific toxicities — overall statistics
¢ Serious adverse events - overall statistics and listings of events
s Deaths — overall statistics, listings of events, and causes of death

The Sponsor plans to report the safety results for studies TAX316 and GEICAM 9805
from separate databases.



Does the FDA agree that the proposed submission of safety data for study GEICAM
9805 would be of value to the FDA in assessing the overall benefit/risk profile of
TAXOTERE in the adjuvant treatment setting for breast cancer?

FDA Response: Yes.

Pharmacokinetic Studies

14. The planned application will include information that supports a conclusion that there is

no pharmacokinetic interaction between docetaxel and the other drugs in the TAC
combination. Contained within Appendix I of this submission is the protocol for study
XRP6976D/1001 (A pharmacokmet:c interaction study of docetaxel (RP56976
TAXOTERE) 75 mg/m’ i.v. on the combination therapy doxorubicin (50 mg/m’ i.v.) and
cyclophosphamide (500 mg/m® iv.) in the treatment of advanced breast cancer),
submitted to IND 35,555 on May 30, 2003 (Serial No. 1096), to examine for the
potential pharmacokinetic interaction between docetaxel and doxorubicin/
cyclophosphamide. This ongoing study was designed to collect such data from a total
of twenty-four (24) patients. At the time of the submission of the subject application, it
is anticipated that pharmacokinetic data from twenty-four (24) patients will not be
available. Therefore, it is proposed that 2 final report for study XRP6976D/1001 will be
submitted after the initial submission of the subject SNDA. Aventis proposes to submit
this report before the end of May, 2004. This report would include all safety,
pharmacokinetics, and efficacy data for all patients.

[n addition, supportive pharmacokinetic teports for the following additional studies will
be included in the SNDDA submission.

/

The Sponsor does not regard studies - - as being

capable, scparately or in combination, of confirming the absence of an interaction
among all of the constitutive agents of the TAC treatment regimen. Hence, the Sponsor
does not plan to include case report forms or SAS datasels containing tabulations of
analytical resuits (including, but not limited to, efficacy, safety, dosing, and bascline
demographics results) with the submission. The Sponsor will provide available data to
DA reviewers upon request.



Does the FDA agree that the submission of pharmacokinetic information as
described above will be useful in assessing potential pharmacokinetic interactions?

FDA Response;

Yes, we agree that Study XRP6976D/1001 is useful in assessing potential
pharmacokinetic interactions between docetaxel and the other drugs in the TAC
combination. Therefore, we strongly recommend that you include the final report and
results for Study XRP6976D/1001 in the sSNDA submission at the time of submission.

APPEARS THIS WAY
ON ORIGINAL

APPEARS THIS WAY
ON ORIGINAL



\
; - OTHER FDA COMMENTS:

REGULATORY

1. NDA/sNDA Presentations to CDER’s Division of Oncology

The Center for Drug Evaluation and Research’s Division of Oncology Drug Products
implemented an initiative in which we request an NDA/sNDA applicant to present their
NDA/sNDA to Division personnel shortly after NDA/sNDA submission and before the
expected NDA/sNDA filing date. This initiative allows the applicant to present an
overview of the entire NDA/sNDA to the review team and interested Division
personnel.

These presentations are generally expected to last one hour followed by a half-hour
question and answer session. The applicant, not consultants, should present important
information on each technical aspect (i.e., clinical, statistical, CMC, pre-clinical
pharmacology and toxicology, and clinical pharmacology and biopharmaceutics) of the
NDA/sNDA. In addition to providing an overview of the NDA/sNDA, the applicant
should present their reasons for why the Division or the Office of Drug Evaluation I
should approve their NDA/SNDA |

Please contact your Project Manager shortly after NDA/sNDA submission to schedule a
date for your presentation. Alternatively, you may provide available dates in the cover
letter of your NDA/sSNDA and we will try to accommodate them.

2. Financial Disclosure Final Rule

We remind you of the requirement to collect the information on all studies that the FDA
relies on to establish that the product is effective and any study in which a single
vestigator makes a significant contribution to demonstration of safety.

Please refer to the March 20, 2001 “Guidance for Industry: Financial Disclosure By
Clinical Investigators” (posted on the Internet 3/27/2001) at
http://'www.fda.gov/oc/guidance/financialdis.htmnl.

3. Pediatric Exclusivity

The pediatric exclusivity provisions of FDAMA as reauthorized by the Best
Phanmaceuticals for Children Act are not affected by the court's ruling. Pediatric
studies conducted under the terms of section 505A of the Federal Food, Drug, and
Cosmetic Act may result in additional marketing exclusivity for certain products. You
should refer to the Guidance for Industry on Qualifying for Pediatric Exclusivity
(available on our web site at www.fda.gov/cder/pediatric) for details. If you wish to
qualify for pediatric exclusivity you should submit a "Proposed Pediatric Study
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Request". FDA generally does not consider studies submitted to an NDA before
issuance of a Written Request as responsive to the Written Request. Applicants should
obtain a Written Request before submitting pediatric studies to an NDA .

4. DEMOGRAPHICS

In response to a final rule published 2-11-98, the regulations 21 CFR 3 14.50(d)(5)(v}
and 314.50(d)(5)(vi)(a) were amended to require sponsors to present safety and
effectiveness data “by gender, age, and racial subgroups” in an NDA. Therefore, as you
are gathering your data and compiling your NDA, we request that you include this
analysis. To assist you in this regard, the following table is a suggestion for
presentation of the numeric patient dernographic information. This data, as well as the
pertinent analyses, should be provided in the NDA.

Please provide information for each category listed below from the primary safety
database excluding PK studies.

Gen- Males All Females
der Females =50
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{@ DEPARTMENT OF HEALTH & HUMAN SERVICES Publiic Health Service
s

Food and Drug Administration
Rockville, MD 20857

NDA 20-449/5-029 PRIOR APPROVAL SUPPLEMENT

Aventis Pharmaceuticals, Inc.
200 Crossing Boulevard

P.0. Box 6890

Bridgewater, NJ 08807-0890

Attentiop: Michael Rozycki, Ph.D.
Director, US Regulatory Affairs
Dear Dr. Rozycki:

We have received your supplemental drug application submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for the following:

Name of Drug Product: Taxotere® (docetaxel) for Injection Concentrate, 20 mg and 80 mg
NDA Number: 20-449
Supplement number: S-029

Review Priority Classtfication: Priority (P)
Date of supplement: March 17, 2004

Date of receipt: March 17, 2004

This supplemental application proposes the following change: Taxotere® in combination with
doxorubicin and cyclophosphamide for the adjuvant treatment of patients with operable node-positive
breast cancer.

Unless we notify you within 60 days of the receipt date that the application is not sufficiently complete
to permit a substantive review, we will file the application on May 16, 2004 in accordance with
21 CFR 314.101(a). If the application is filed, the user fee goal date will be September 17, 2004,

Under 21 CFR 314.102(c), you may request an informal conference with this Division (1o be held
approximately 90 days from the above receipt date) for a brief report on the status of the review but
not on the ultimate approvability of the application. Alternatively, you may choose to receive a report
by telephone.



NDA 20-449/5-029

Page 2 ' | o .

All applications for new active ingredients, new dosage forms, new indications, new routes of
administration, and new dosing regimens are required to contain an assessment of the safety and
effectiveness of the product in pediatric patients unless this requirement is waived or deferred. We
note that you have not fulfilled the requirements. We acknowledge receipt of your request for a
waiver of pediatric studies for this application. Once the application has been filed we will notify you
whether we have waived the pediatric study requirement for this application.

All communications concerning this supplement should be addressed as follows:

U.S. Postal Service:

Center for Drug Evaluation and Research

Division of Division of Oncology Drug Products, HFD-150
Attention: Division Document Room, 3067

5600 Fishers Lane

Rockville, Maryland 20857

Couner/Overmnight Mail:

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Oncology Drug Products, HFD-150
Attention: Document Room 3067

1451 Rockville Pike

Rockville, Maryland 20852

If you have any questions, call Ann Staten, Regulatory Project Manager, at (301)594-0490.

Sincerely,
{Sec appended electronic signature paee!
Dotti Pease

Chief, Project Manager Staff
Division of Oncology Drug Products




This is a representation of an electronic record that was si
this page is the manifestation of the electronic signature.

gned electronically and

Ann Staten
4/15/04 10:52:02 AM
Signed for Dotti Pease




DIVISION OF ONCOLOGY DRUG PRODUCTS
Center for Drug Evaluation and Research, HFD-150

Parklawn Building

5600 Fishers Lane, Rockyille, MD 20857

To: Martha Propsner, Aventis From: Ann Staten, Project Manager
Fax:  908-3046317 Fax: 3018274590
Phane:; 908-231-3841 Phorsx  301.594-5770
Pages: 1 Date: Aprl 26, 2002 '

Re: IND 35,555 -TAX316 sefial number 1009 (3-28-02)

OUrgent U1 For Review (1 Pleaze Comment [ Please Roply [} Plaase Recycle

THIS DOCUMENT IS INTENDED OfLLY FOR THE USE OF THE PARTY TO WHOM IT 1S ADDRESSED AN MAY CONTAIN INFORMATION
THAT 1S PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. Ifyou are not the addresser, ot &
person authorized to deliver e document 1w the addressce, you mn: hereby notificd that any revicw, disclosure, dissemination ot olher action besad cn the
conent of the communication s not audiorzed. 1 you busve received this docurnent In oo, plense immediatcly notify us by telephone snd relum T us ac
the ubove address by mail. Thank you,

Dear Martha:

The review is complete and we have the following statistical comments:

1. The changes made in the SAP/profocol regarding the nominal significance levels used in the remaining
analyses (the second interim and the final analyses) are acceptable.

2. The Agency would like to emphasize that any efficacy claim will be solely based on the primary statistical
analysis of the primary endpeint. Otnier analyses, such as Cox model and modified Kolmogorov-Gmimav
test, may be regarded as supportive anly if the primary analysis demonstrates a statistically significant result,
otherwise, such analyses will be regarded as exploratory. All pre-specified covariates should be included in
the Cox model.

Sincerely,

(i

Ann

98b-1  [00/100°d  S0F-] BEYOYBSL0E  233Mposg BniQ £B0|03UQ O UOISIAIQ ~ YG4-WOu{  WR(0:8)  26-32-




INTERNAL MEETING MINUTES
MEETING DATE: February 11,2002

IND/NDA IND 35,555 Meeting Request Submission Date: December 17, 2001 (N987)
Briefing Document Submission Date: January 22, 2002 (993)

DRUG: Taxotere (docetaxel)
SPONSOR/APPLICANT: Aventis

TYPE of MEETING:
1. Other; guidance on statistical analysis plan

FDA PARTICIPANTS:

Donna Griebel, MD, Medical Team Leader
Ramzi Dagher, M.ID,, Medical Reviewer

Ning L1, Ph.D., Statistician

Dotti Pease for Ann Staten, RD, Project Manager

MEETING OBJECTIVES:

1. To discuss the statistical strategy for an additional interim analysis and the consequences
for the final analysis (TAX 316 Taxotcre in comboination with doxorubicin and
cyclophosphamide as adjuvant treatment of operable breast cancer w/positive axillary
nodes.)

BACKGROUND: Following the internal pre-ineeting on 2-11-02, FDA’s responses were
sent to the sponsor in a facsimile dated 2-12-02 (attached). The sponsor requested that the meeting
be cancelled since clarification was not needed.

ACTION ITEMS:

There were no unresolved issues or discussion points.

/ Concurrence Chair: _
Ann Staten Drate Ramzi Dagher, M.D. Date
Project Manager Medical Reviewer

Minutes preparer
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Parklawn Building
To: Martha Propsner, Aventis From: Ann Staten, Project Manager
Fax:  908-231-3716 Fax:  301-827-4550
Phone: 908-231-3841 Phone: 301-594-5770
Pages: 2 Date: February 12, 2002

Re: IND 35,555; serial ng. 987 and 993

OUrgent [ For Review [ Please Comment [ Please Reply O Please Recycle

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM [T IS ADDRESSED AND MAY CONTAIN INFORMATION
THAT IS PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. I you are nod the addressee, ora
person authorized to deliver the document to the addressee, you are hereby notified that any review, disclosure, dissemination or other acticn
based on the content of the communication is not authorized. If you have received this document in ermor, please immediately notify us by
tetephone and return it 1o us at the above address by mail. Thank you.

Dear Ms. Propsner,

Attached are the FDA answers lo your questions. You have the option of canceling our meeting of
February 14, 2002 if these answers are clear to you. If you choose to have the meeting, we will be
prepared to clarify any questions you have regarding our responses. However, please note that if there
are any major changes to your development plan (based upon our responses herein), we will not be
prepared to discuss, nor reach agreement on, such changes at the meeting. Any modifications to the
development plan, for which you would like FDA feedback, should be submitted as a new meeling request.
Please let me know as soon as possible if you are canceling the meeting.

Questions:

1. Does the Agency agree on the proposed strategy for interim and final analyses for the TAX 316 study?

FDA Response: Since the first interim analysis used an alpha of 0.001, there is 0.049 left for the rest of
the analysis. We suggest the sponsor use either one of the following approaches to adjust the overall alpha

a.  You can split 0.049 for the remaining two analyses (Say 0.001 and 0.048)

b.  Use O'Brien-Fleming's method for the rest of the two analyses based upon 0.049 level

2. Aventis believes that positive results from the TAX 316 additional analysis (as proposed in the enclosed
SAP amendment) would support a claim for the use of Taxotere in combination with doxorubicin and
cyclophosphamide as adjuvant treatment of operable breast cancer with _—




IND 35,555

Does the Agency agree?
FDA : This will be a review issue.

3. With respect to the regulatory assessment of the future filing, does the Agency have any concern with
the plan to disseminate the October 2001 interim analysis results by the non-Avenlis members of the
Steering Commiittee al the next ASCC meeting?

FDA : From a regulatory perspective, we have no grounds for objecting to this planned presentation.

Please call me with any questions.

Sincerely,

® Page 2



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Ann Staten
2/21/02 11:13:33 AM

Ramzi Dagher
2/21/02 11:37:34 AM



